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FROM THE EDITOR

E
arly in the year, during an Editorial 

Advisory Board meeting, one member 

noted that for the 25th Anniversary is-

sue, we might want to explore why hasn’t the 

promise of clinical trial efficiencies been real-

ized? Specifically, and statistically speaking, 

trials should be smaller, less complex and less 

expensive based on collective experience, trial 

design and statistical analysis. But, in the past 

25 years, the exact opposite has occurred. 

Trials are more complex, have increased protocol requirements, have 

more regulations to follow, an increase in outsourcing relationships, an 

increase reliance on technology, and a continuing need to adhere to 

basic principles.

Individually, they aren’t responsible for complexity, and all of them 

have a benefit. But under the layers, contribute to complexity and cost. 

You wouldn’t want to do away with years of regulatory guidance in 

place to guard patient safety and evaluate benefit and risk, but maybe 

you’d want to look at some of the outdated or less relevant practices 

and re-evaluate their effectiveness in the current culture. 

Technology is a tough one because it evolves so quickly that it’s hard 

to stay on top of, but it’s necessary to get to the clinical trial of tomor-

row, which we described in our February/March issue.

Outsourcing trials is upwards to 70%, and as we noted in the April/

May issue, these relationships are complex. They surely help the phar-

maceutical company’s bottom line in fixed costs, but managing the 

overall process and quality of the vendor is not an easy task. In fact, it 

impacts the role of the project manager in ways that just didn’t exist 

10 years ago. 

Ken Getz calls this industry the Clinical Research Enterprise, which 

is so fitting because it’s a very large and cumbersome thing to maneu-

ver and change course, whether it’s the Starship Enterprise or the USS 

Enterprise aircraft carrier. It does not turn on a dime.

So in this issue, we mark the 25th Anniversary of Applied Clinical 

Trials and celebrate its contributions to the enterprise. And in the 

section titled after this milestone event, we touch on each of the 

aforementioned complexity issues. How technology is envisioned for 

the future, how roles are changing in the clinical trials profession, how 

collaboration among stakeholders can make for a more patient-centric 

research environment, what inefficiencies can be tackled to make 

processes more streamlined, and what does the future of the site land-

scape look like? 

There are two articles that I’d like to single out. First, from Ken Getz, 

the Closing Thought, where he provides four axioms of clinical develop-

ment. His views coalesce his many years of experience, so a definite 

must read. Another, in the themed section, a former EAB member, 

Marijke Korteweg, provides a seasoned vantage on the ongoing need 

for Good Clinical Practice. Unfortunately, she points to a recent incident 

of investigator violations of GCP. Even after all this time, something as 

basic as protecting people who participate in research is still needed. It 

should be OK to do less, more efficiently, but vigilance for patient safety 

will never be up for debate.  
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Vice President and Managing Direc-

tor for DIA, as he discusses the 

regulatory issues high on everyone’s 

list this year. In this podcast, he 

also elaborates on the number of 

high-level regulatory sessions avail-

able at the DIA meeting this year. 
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Download our CRO-Sponsor Partner-

ship report, based on survey results 
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vergence eBook highlights the chang-

ing landscape for clinical trials in this 

therapeutic area based on the promise 

of the Cancer MoonShot initiative, along 

with new oncology immunotherapies. 
http://bit.ly/2rYEm5b
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EMA’S RELOCATION POSES 
SERIOUS THREAT TO 
PHARMACOVIGILANCE EXPERTS
Qualified persons in pharmacovigilance 

(QPPVs) have the most to lose when the Eu-

ropean Medicines Agency (EMA) relocates 

from London, according to a feature article 

posted by The BMJ online last month.

Most QPPVs in the European Union 

(EU) work in the U.K., and there are prob-

ably more than 500 of them in the country, 

Vicki Edwards told a forum held in London 

in April by the Drug Safety Research Unit 

(DSRU).

“The directive says that pharma compa-

nies are obliged to have a QPPV ‘who shall 

reside and work in the EU,’” said Edwards, 

who works as a QPPV for AbbVie. “So what 

about those who live in the U.K.? Will our 

roles be terminated? I’ve been a QPPV for 

12 years and had a very varied career, with 

never a dull moment. Could my career be 

taken away? The Brexit vote was a shock to 

me and I could hardly believe it.”

The referendum on June 23, 2016, in 

which a narrow majority of the U.K. public 

voted to leave the EU, effectively meant that 

the EMA would have to relocate from Lon-

don after Brexit, or ‘British exit’, and this will 

have serious consequences for the future of 

drug regulation, noted The BMJ article. 

The system set up to monitor the ad-

verse effects of drugs in Europe was cre-

ated by the EU, with all its attendant rules, 

and the relevant directive obliges all com-

panies to employ a QPPV, either on the 

staff or under contract.

“It would be a total waste—and, bluntly, 

wrong—to move away from the system 

that has been created,” said Prof. Saad 

Shakir, director of the DSRU, an indepen-

dent academic unit and registered char-

ity, as well as an associate department of 

the School of Pharmacy and Biomedical 

Sciences, University of Portsmouth, U.K. 

“Whatever complaints people may have 

about the EU, nobody seriously complains 

about medical regulation and pharmaco-

vigilance. It may need a little tweaking here 

and there, but there are no major criti-

cisms. We shouldn’t be trying to fix a sys-

tem that isn’t broken.”

Hundreds of staff to quit?

Thomas Lönngren, PhD, a former executive 

director of the EMA, told the DSRU forum 

that he expects half of the 850 people who 

work at the EMA headquarters in Canary 

Wharf, London, to quit when the EMA de-

parts. “For the EU, the impact will be huge 

and damaging,” he said. “The EMA has 

been one of its most successful agencies.”

He foresees a political battle over its 

new location. “There’s a long queue—Swe-

den, Denmark, Hungary, France, and sev-

eral others have declared an interest. It’s 

got to be somewhere close to an inter-

national airport with daily flights to Euro-

pean capitals. The commission will make a 

shortlist, and the heads of state will decide. 

I hope they will reach a sensible decision.”

The future relationship between the U.K. 

and the EMA remains unclear, but at least 

there is goodwill on both sides, Shakir said.

“It’ll all work out, people say, but how?” 

asked Dr. Virginia Acha, executive director 

of research, medical and innovation at the 

Association of the British Pharmaceutical 

Industry. “New systems take decades to 

put in place. We need the government to 

be a bit more vocal or we’ll just be seen as 

an industry trying to look after itself. Our 

preference post-Brexit is for close regula-

tory engagement, but there is no existing 

model for how that might work.” 

Continued membership of EMA is not an 

option, U.K. Health Secretary Jeremy Hunt 

conceded, according to The BMJ report.

The U.K. Medicines and Healthcare Prod-

ucts Regulatory Agency will need to be 

“beefed up,” Lönngren said, but its contin-

ued role as part of the European regulatory 

system would depend on negotiation. “I 

hope the U.K. system will remain harmo-

nized,” he said. A divorce could mean a 

separate application would be needed for 

drug approvals in the U.K., discouraging 

companies from launching drugs there and 

disadvantaging those based in the U.K.

“There is a lot to play for and a clear 

danger of collateral damage if the talks get 

tough. The industry and its dependents are 

praying it doesn’t come to that,” concluded 

The BMJ article.

— Philip Ward
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WASHINGTON REPORT

FDA NOTES

GOTTLIEB SEEKS MODERN 
CLINICAL R&D TO PROMOTE 
INNOVATION, PUBLIC HEALTH 
The new FDA commissioner, Scott Gottlieb, 

took the helm of the agency last month as 

its staff began the considerable task of im-

plementing important initiatives authorized 

by the 21st Century Cures legislation. The 

day Gottlieb was confirmed, the FDA Science 

Board approved a detailed work plan for allot-

ting the $500 million (over nine years) provided 

by Cures to develop multiple programs in-

tended to advance new therapies and ensure 

patient access to treatment. The legislation 

imposes numerous tight deadlines for FDA to 

issue new guidances, reports and regulations 

and to hold public meetings with stakeholders 

to devise and revise these and other policies.

Gottlieb also is busy setting priorities and 

redefining FDA’s role related to numerous 

health and medical issues. The opioid epi-

demic is top priority, as FDA seeks to balance 

the critical need for effective treatment of 

patients living with pain, with efforts to limit 

unauthorized access to medicines subject to 

abuse and misuse. Main initiatives are to en-

courage development of abuse-resistant for-

mulations, new non-opioid pain therapies, and 

better treatments for patients who overdose. 

FDA also is at the forefront of efforts to de-

velop new vaccines and therapies to combat 

deadly infectious diseases, a role that requires 

greater research capacity and regulatory flex-

ibility. During the confirmation process, Got-

tlieb earned points by discounting claims of 

a link between vaccines and autism. And in 

the name of greater FDA transparency, he 

has proposed public release of “complete re-

sponse” letters on nonapproval of  drug appli-

cations, despite strong objections from spon-

sors. The commissioner also faces pressure 

for FDA to do more to reduce high drug costs, 

which focuses on efforts to bring more com-

plex generic drugs and biosimilars to market 

more quickly. And he is expected to advocate 

for looser restrictions on sponsor communica-

tion of off-label information.

Internally, FDA is implementing a ma-

jor overhaul of its field force as part of the 

Program Alignment initiative in the works for 

several years. Agency officials also are em-

broiled in contentious debate over regulation 

of tobacco and laboratory-developed tests. 

For now, Gottlieb benefits from a notable bud-

get increase for FDA through September and 

indications that Congress will move to pass 

legislation before summer that reauthorizes 

critical new FDA user fee programs for drugs, 

medical devices, generic drugs and biosimi-

lars. But future agency funding is uncertain, 

and the agency still faces hurdles in recruiting 

the scientists and experts it needs to effi-

ciently evaluate ever-more-complex medical 

products. Administration deregulatory policies, 

moreover, raise uncertainty about which FDA 

standards and rules will remain in effect. 

Innovation and research

Some of the Cures initiatives are familiar, such 

as qualifying more biomarkers and other drug 

development tools, modernizing clinical trial 

design, using more real-world evidence (RWE) 

to approve new indications and postmarketing 

studies, expanding the role of patients in as-

sessing new drug risks, and promoting more 

coordination among FDA Centers, particularly 

for combination products. New to the agency 

is a framework for approving regenerative 

therapies, which gained a new designation 

and submission process under Cures.

Gottlieb supports such approaches in Cures 

and the next drug user fee program as part of 

the broader goal of modernizing research for 

innovative medical products. He has said that 

clinical trials may not always require random-

ization, and that faster studies don’t neces-

sarily compromise on safety or undermine 

the FDA gold standard for assuring medical 

product efficacy, despite critics who predict 

dire consequences from such approaches. 

The new commissioner may find support 

for modernizing clinical research from Janet 

Woodcock, director of the Center for Drug 

Evaluation and Research (CDER). At the DIA/

FDA annual Statistics Forum in April, she high-

lighted development of more sensitive mea-

sures of clinical outcomes and improvements 

in patient-reported outcomes to better mea-

sure product performance. And she noted 

the value of strategies for incorporating more 

RWE into modern clinical trials, possibly by 

using health system data and methods for 

randomizing patients that remain in a health-

care system. 

In the future, sequential, randomized trials 

won’t be able to answer the multiple questions 

involving rare subgroups with rare diseases, 

Woodcock noted, pointing to the need for plat-

form trials with master 

protocols to more effi-

ciently evaluate disease 

outcomes for multiple 

experimental treatments. 

— Jill Wechsler

The FDA recently released the following in-

dustry guidance documents:

4/7/17: Providing Regulatory Submissions in 

Electronic Format — Certain Human Phar-

maceutical Product Applications and Related 

Submissions Using the eCTD Specifications 

2/17/17: Q11 Development and Manufac-

ture of Drug Substances — Questions and 

Answers (regarding the selection and justifi-

cation of starting materials)

The following committee meetings were 

among those held in May:

• Meeting of the Oncologic Drugs 

Advisory Committee  May 25 

• Pediatric Advisory Committee and 

Pediatric Ethics Subcommittee  May 18 

• Vaccines and Related Biological Products 

Advisory Committee  May 17

• Meeting of the Medical Imaging Drugs 

Advisory Committee   May 10

• Science Board to the Food and 

Drug Administration   May 9

http://www.appliedclinicaltrialsonline.com/


NEWS

8    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com June 2017

EU REPORT

EMA NOTES

BACKROOM WORK IS WHAT 
DRIVES THE REAL DRUG 
DEVELOPMENT PROCESS
Recent high-profile speculation about the 

post-Brexit location of the European Medi-

cines Agency (EMA) or the personality and 

program of the new head of the World Health 

Organization (WHO) naturally distracts atten-

tion away from some of the less glamorous 

work that is done in protecting and maintain-

ing human health. The hands-on effort made 

day after day by countless scientists, techni-

cians and officials engaged in drug develop-

ment is a case in point. Down in the engine-

room where safe and effective medicines are 

created and tested and controlled, there may 

not be the same sweeping views of the policy 

horizon as are enjoyed by those on the bridge. 

But without all those unremitting efforts, prog-

ress would stall, the vessel—no matter how 

well piloted—would lose way, and the journey 

would come to an end.

So alongside the celebrations (and com-

miserations) over the election of the Ethio-

pian health minister as director-general of 

WHO, the World Health Assembly in Geneva in 

May also took a careful and workmanlike look 

at some aspects of researching medicines, 

particularly for the developing world. A new 

Global Observatory on Health Research and 

Development is being created “to consolidate, 

monitor and analyze relevant information on 

health research and development needs.” 

Six pilot projects will evaluate research into 

visceral leishmaniasis, open-source collabora-

tion to accelerate drug development, afford-

able biomarkers, schistosomiasis vaccines, 

point-of-care tests for acute febrile illness, and 

the potential of a single-dose malaria cure. 

An Expert Committee on Health Research 

and Development will recommend priority 

areas for research and development of spe-

cific health products and technologies—such 

as an innovative vaccine against pulmonary 

tuberculosis in adults. And a $100 million a 

year R&D fund was discussed, with a portfolio 

of 35–40 projects ranging from repurposing 

existing medicines to the search for effective 

new chemical entities.

 In Europe, the EMA has just completed the 

first year of its experimental program to speed 

promising medicines to patients, known as 

PRIME. The scheme engages with medicine 

developers early on, to improve clinical trial 

designs and raise the chances that the data 

generated will support successful marketing-

authorization applications for products where 

there is evident unmet need.

 On the face of it, the experiment might 

seem to be less than a breakthrough, since 

crude numbers show that of the 96 requests 

made to join the scheme, 71 were rejected. 

But looked at another way, the figures suggest 

that the scheme is being applied exactly as 

intended, with a scrupulous process of ensur-

ing that resources are focused on the most 

appropriate candidates. The rejections were 

largely because supporting data for the prod-

uct presented were not sufficiently robust, 

with insufficient justification of therapeutic 

advantage the second major reason. Oth-

ers were rejected because development was 

simply too advanced for PRIME to have any 

useful role.

The 20 products that were accepted were 

the consequence, therefore, of careful selec-

tion. They included 12 advanced therapies (of 

which eight were orphan drugs), two biologics, 

five chemical entities and one vaccine. In total, 

one in three of the chosen products targets a 

condition for which no treatment exists. The 

results were not achieved by accident.

Getting the right products through the sys-

tem more quickly is only part of the challenge, 

and just one part of the job. There is a similarly 

vital infrastructure aimed at making sure that 

products, once authorized, continue to deliver 

safely. Take, for instance, the efforts made to 

keep a better check on how drugs perform. 

Years of painstaking work to put in place a func-

tioning European adverse reaction reporting 

system has just been completed, and as from 

November, companies and national authorities 

will be required to submit electronic reports of 

suspected side effects to the EudraVigilance 

database. This will provide greater oversight of 

suspected reactions, permitting faster detec-

tion and response, and replacing the obligation 

for multiple reporting to multiple authorities 

with a single transmission to a central point.

Setting up the new European system for 

keeping tabs on clinical trials, to take effect late 

2018, is similarly reliant on a laborious and me-

ticulous process of preparation and checking.

* New guidance on proto-

col breaches. Read more 

online at http://www.

appliedclinicaltrialson-

line.com/view-brussels

— Peter O’Donnell

ANNUAL REPORT RELEASED: The European 

Medicines Agency’s (EMA) 2016 annual report 

was published in May. Among the highlights: 

EMA recommended marketing authorization 

for 81 medicines in 2016, including 27 

new active substances; about half of the 

applicants granted a positive opinion for 

their product had received scientific advice 

from EMA during the development phase; 

and as a result of the safety monitoring of 

all drugs marketed in the European Union, 

product information for over 300 medicines 

was updated on the basis of new safety data. 

The report also highlights some of EMA’s 

main projects in 2016, including the launch of 

PRIME (PRIority MEdicines).

 GAUGING PATIENT INPUT: EMA has published 

a final report on the experience gained during 

its pilot project to involve patients directly in 

the assessment of the benefits and risks of 

drugs in its Committee for Medicinal Products 

for Human Use (CHMP). The report found that 

patients should continue to be invited to oral 

explanations when their input could be valuable. 

http://www.appliedclinicaltrialsonline.com/view-brussels
http://www.appliedclinicaltrialsonline.com/
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PATIENT ENGAGEMENT

BRIDGING THE GAP FOR BETTER 
PATIENT ENGAGEMENT 
The Avoca Quality Consortium (AQC) com-

missioned a patient survey as part of its 

ongoing commitment to transform clinical 

trials. The overarching objective of the 

survey was to identify actions that phar-

maceutical companies, CROs, and study 

teams might take to positively influence 

clinical trial participation and impressions 

of the clinical trial experience, and to in-

crease the relevance of clinical trial results 

to patients. 

This was a standalone survey, but in-

corporated parallels with questions that 

had been asked in other AQC and Avoca 

surveys of sponsors and clinical survey 

providers, to allow for comparisons where 

applicable. After the research plan and 

survey were reviewed and granted exemp-

tion status by Western IRB, potential par-

ticipants were contacted by email using 

email addresses from the PMG Research, 

PLM (PatientsLikeMe), CISCRP (Center 

for Information and Study on Clinical Re-

search Participation), and Avoca Quality 

Consortium databases, all of which are 

“opt in” databases comprised of individu-

als who have elected to receive email con-

tacts from the relevant organizations.

Understanding by providers

On average, survey participants did not 

feel that their healthcare providers had a 

very good understanding of what it was 

like to be a patient with their condition. 

Mean “perceived understanding” ratings 

ranged from only 2.9 to 3.4 on a scale of 

1 (no perceived understanding at all) to 5 

(perceived to understand “very well”), and 

for each question, between 26% and 39% 

of patients gave a rating of 1 or 2. 

There was pronounced heterogeneity 

across patients in the extent to which 

they felt understood. Multivariate analy-

ses that accounted for multiple disease 

and demographic characteristics at once 

were performed to better understand this 

heterogeneity. In these models, the stron-

gest drivers of differences across patients 

were age group (patients aged 76+ gen-

erally felt the most understood by their 

providers, and those aged 31-45 the least), 

marital status (single and married patients 

generally felt the most understood, and 

divorced and widowed patients the least), 

and role (or not) in providing financial sup-

port or care for family members (providers 

generally felt less understood than non-

providers). Disease characteristics and 

history of clinical trial participation had 

relatively little impact on these results.

Confidence in the trial process

With respect to confidence in the infor-

mation provided to prospective clinical 

trial participants, most of those surveyed 

had at least a fair level of confidence that 

trial participants are fully and honestly 

informed. Participants were most likely 

to be confident in information provided 

about the right to withdraw, procedures, 

and possible benefits, and were most 

skeptical about information relating to 

treatment alternatives, risks and side ef-

fects, and doctors’ motivations. 

With respect to confidence in the qual-

ity of the clinical trial process overall, most 

participants again had at least a fair level 

of confidence in the compliance, caring, 

and ethics of the site study teams and 

patients involved in clinical trials; however, 

many were skeptical about the honesty of 

pharmaceutical companies and about the 

extent to which they cared about study 

patients.

In both cases, the distr ibutions re-

f lected considerable response hetero-

geneity, particularly for areas that were 

rated, on average, most poorly. Interest-

ingly, in multivariate models, the most 

frequent drivers of differences across pa-

tients with respect to confidence in the 

information provided appeared to be a 

history of clinical trial participation (posi-

tive impact on confidence), disease impact 

(highest confidence in those with mild dis-

ease), and marital status (divorced people 

demonstrate less confidence); all other 

disease and demographic characteristics 

had relatively little impact on the results 

once the effects of these three were ac-

counted for. 

The strongest drivers of dif ferences 

across patients with respect to conf i-

dence in clinical trial compliance and eth-

ics appeared to be a history of clinical trial 

participation (positive impact on confi-

dence), educational level (highest confi-

dence in those with least education), and 

marital status (divorce associated with 

less confidence); all other disease and 

demographic characteristics were again of 

relatively low impact.

Common themes in patient comments 

to this section included: the posit ive 

impacts of including patients in the de-

sign of both protocols and operational 

approaches to study execution; demon-

strating respect and caring of patients 

in all aspects of execution, including 

compensation; and exercising transpar-

ency at every level. Business concerns 

both positively and negatively impacted 

confidence levels: some patients were 

skeptical of the ethics of pharmaceutical 

companies, given the large amounts of 

money involved in researching and selling 

therapeutics, while others saw the high 

stakes as providing assurance that maxi-

mum rigor would be applied. Regulatory 

requirements and a belief in human na-

ture and professionalism further bolstered 

confidence, while media stories regarding 

litigation and drug recalls eroded it.

Overall, the results from this study lead 

to the clear conclusion that as an industry, 

we can do more, today, to impact both 

patients’ perceptions of clinical trial par-

ticipation, and the relevance of our trial 

designs to patients’ personal experiences 

of their diseases. From basic training in 

mindsets for key stakeholders to incorpo-

rating the patient voice in the protocol de-

sign process, there is work to be done to 

move the needle on patient engagement.

To read this article in its entirety, 

please visit: http://bit.ly/2rbW5Fb

—Denise Calaprice, PhD, is Senior Consul-

tant, The Avoca Group; Jennifer Byrne is 

Chief Executive Officer, PMG Research; and  

Jeremy Gilbert, is Vice President, Product 

and Strategy, PatientsLikeMe

http://bit.ly/2rbW5Fb
http://www.appliedclinicaltrialsonline.com/
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CLINICAL TRIAL INSIGHTS

TAKING STOCK OF TODAY’S 
GLOBAL SITE LANDSCAPE

The nascent and fragmented global 

community of investigators is 

showing signs of scaling and maturing        

Ken Getz 

The investigative site landscape is poised to 

change dramatically during the next decade. 

Many forces are at play: the convergence of 

clinical research into clinical practice; con-

solidation; more demanding site selection 

and site management practices; and ongoing 

efforts to improve investigator competence 

and credentials. Tufts Center for the Study 

of Drug Development (CSDD) recently con-

ducted an assessment of the current state 

of the investigative site landscape to reset 

baseline data with which to monitor this an-

ticipated change in the landscape structure. 

The results of our study show a global 

community of unique FDA-regulated prin-

cipal investigators (PIs) that has remained 

highly fragmented, nascent and unstable 

during the period 2008 to 2015. The largest 

segment is comprised of PIs who conduct 

only one or two clinical trials each year. Dur-

ing this period, one-third of all PIs have been 

first-time filers.   

But there are early signs that the land-

scape is scaling and maturing, particularly 

among PIs in North America. The rate of 

globalization is slowing and shifting where 

recent growth in the number of active princi-

pal investigators in Europe has outpaced that 

in North America and in the rest of world.  

Taking measure of the landscape

Consistent with past studies and to assess 

changes among the global community of 

individual PIs, Tufts CSDD analyzed data from 

FDA’s Bioresearch Monitoring Information 

System (BMIS). This database captures FDA 

form 1572s for each investigator administer-

ing an experimental drug under an investi-

gational new drug (IND) designation. The full 

database containing approximately 525,000 

records was analyzed after duplicate records 

had been removed.  

This year, Tufts CSDD considered using 

ClinicalTrials.gov as its primary data source. 

As a federally mandated registry, ClinicalTri-

als.gov is becoming more valuable but it has 

a number of limitations, one being that it 

lacks data on individual clinical investigators, 

instead providing a less granular view at the 

investigative site or facility level. As such, 

ClinicalTrials.gov cannot detect the specific 

location of individual remotely-based PIs af-

filiated with a site network or when a facil-

ity loses a specific investigator. Data from 

ClinicalTrials.gov has also not been validated 

to test for accuracy and completeness. The 

BMIS data set has a high level of completion 

and accuracy with the vast majority of spon-

sors reporting that they submit their 1572 

forms periodically and routinely.

Tufts CSDD researchers gathered descrip-

tive data on unique investigators filing form 

1572 between 2008 and 2015. In segment-

ing the landscape, investigator maturity was 

defined as the number of consecutive years 

that a given PI had filed at least one form 

1572, with first-time filers considered the 

least mature. PI productivity was defined as 

the volume of distinct clinical trials for which 

forms 1572 per investigator were filed. Turn-

over rates were defined as the percentage 

of unique principal investigators who filed 

at least one 1572 form in a given year but 

had not filed another 1572 form within the 

subsequent four-year period. Past research 

conducted by Tufts CSDD and others has 

demonstrated that if an investigator fails to 

file a new 1572 form within four years, it is 

highly likely that he or she will not file again.

Fragmentation but early signs of scaling

Since 2008, the number of unique investiga-

tors has grown 4.6% annually. During the 

past three years, the number of unique PIs 

has been growing at an even faster annual 

rate of 5.5%. At the end of 2015, there were 

33,920 unique FDA-regulated PIs globally.

In 2015, there were 10,496 unique PIs 

(31% of the total) filing at least one form 1572 

for the first time. Indeed, each year since 

2008, approximately one-third of all unique 

FDA-regulated PIs are first-time filers. 

Since 2008, the proportion of unique PIs 

in North America has declined from 63% of 

the total to 55%. The proportion of PIs based 

in Northern and Western Europe, however, 

has increased from 17% to 22% of the to-

tal—representing an 8.4% annual growth 

rate. The proportion of PIs elsewhere in the 

world rose from 20% to 23%. The number of 

investigators in these parts of the world grew 

at a 6.7% annual rate; well below the growth 

rate for this segment observed in the 2000 to 

2007 period. 

Between 2008 and 2015, the number of 

unique investigators conducting a small num-

ber of clinical trials annually has been growing 

at a much slower rate than those conducting 

a high relative number of trials each year. 

Unique investigators, filing only one 1572 

each year, grew by 3.2% annually, below the 

overall landscape growth rate and five times 

lower than the highest filing volume group. 

Early signs of scaling are most notable in 

North America. The proportion of investiga-

tors that are single-filers there has declined 

one to two percentage points each year be-

tween 2008 and 2015. At the same time, the 

proportion of higher volume filers (four or 

more clinical trials annually) has been rising 

steadily. Northern and Western European 

countries and those in the rest of the world 

are experiencing a similar shift, though it is 

not as pronounced.

Rising productivity and turnover

Unique PIs in North America have increased 

their productivity by 26% overall since 2008. 

Each PI managed an average of 1.9 distinct 

The rate of globalization is slowing and shifting 

where recent growth in the number of active 

principal investigators in Europe has outpaced 

that in North America and in the rest of world.  

http://www.appliedclinicaltrialsonline.com/
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clinical trials in 2008 compared with 2.3 in 

2015. Investigators in Northern and Western 

Europe and in the rest of the world saw 

more modest increases in productivity from 

approximately 1.2 distinct clinical trials in 

2008 to 1.4 in 2015, representing an overall 

growth rate of 15.7% (Europe) and 12.9%  

(rest of world) over the seven-year time 

horizon.

Turnover rates among unique FDA-reg-

ulated PIs remain very high, particularly 

among those investigators conducting 

a small number of clinical trials each year. 

Turnover rates also vary by geographic area, 

with the highest levels observed outside 

Northern and Western Europe and North 

America.

Approximately four out of 10 unique FDA-

regulated PIs worldwide—or 10,838 individu-

als—who filed at least one form 1572 in 2011 

have yet to file again.

Half of all PIs filing a single 1572 form each 

year choose not to file again in subsequent 

years. One in five unique PIs filing two or 

three 1572 forms in a given year choose not 

to conduct another industry-funded clini-

cal trial. And approximately 5% and 1% of 

unique global PIs filing four to six 1572 forms 

and seven or more forms each year, respec-

tively, choose not to continue participation.  

North America–based PIs have the lowest 

relative turnover rates. 

Anticipating structural change

The results of this recent Tufts CSDD study 

capture a global landscape of unique FDA-

regulated PIs that remains very fragmented, 

with high levels of inexperience and turn-

over. But there are signs that the landscape 

is beginning to scale and mature.

Sponsor companies—and to a greater 

extent contract research organizations 

(CROs) responsible for study conduct per-

formance—are major facilitators of land-

scape change. Organizations have been 

establishing preferred relationships with 

site networks and large institutions. And 

several CROs have been consolidating the 

landscape since 2014 (e.g., Bioclinica, Icon, 

and PPD).  

Sponsors and CROs are demanding 

greater speed and efficiency from their in-

vestigative site partners through a number 

of primary initiatives. They are looking to use 

more robust and comprehensive site identi-

fication and selection solutions. They are vy-

ing to integrate site management infrastruc-

ture and systems to improve contracting, 

budgeting, recruitment and performance 

oversight.

Sponsors and CROs are looking for greater 

study conduct control to increase patient re-

cruitment and retention effectiveness, partic-

ularly in light of the growing number of clini-

cal trials targeting smaller and more stratified 

patient subpopulations. And sponsors and 

CROs are establishing more effective inves-

tigative site relationships to support higher 

levels of patient engagement.

In response, we can expect the traditional 

site landscape to continue to scale and ma-

ture at the same time that a variety of new 

study conduct models—including those in-

tegrated into healthcare settings and those 

accommodating remote study volunteer par-

ticipation (e.g., telemedicine and home nurs-

ing networks) become more commonplace.

* The author wishes to thank and acknowledge 

Cerdi Beltre, Carrie Brown and Stella Stergio-

poulos for their collaboration on this study.

— Ken Getz, MBA, is the 

Director of Sponsored 

Research at the Tufts 

CSDD and Chairman 

of CISCRP, both based 

in Boston, MA. email:  

kenneth.getz@tufts.edu

CLINICAL OUTSOURCING

INC RESEARCH, INVENTIV 
HEALTH TO MERGE
Contract research organizations INC Research 

and inVentiv Health announced last month 

that their Boards of Directors have unani-

mously approved a merger agreement, creat-

ing what they say will be the second largest 

biopharmaceutical outsourcing provider.

Based on the May 9 closing price of INC 

Research common stock, the transaction 

values inVentiv at an enterprise value of ap-

proximately $4.6 billion, and the combined 

company at an enterprise value of about 

$7.4 billion. 

Upon closing of the transaction, INC Re-

search shareholders are expected to own 

approximately 53% and inVentiv sharehold-

ers are expected to own about 47% of the 

combined company on a fully diluted basis. 

The deal, according to the companies, also 

creates:

t�  A top three CRO globally and 

the leading contract commercial 

organization (CCO) provider focused 

on improving customer performance 

and accelerating new products to 

market. The combined entity will 

have more than 22,000 employees 

spanning more than 60 countries.

t� Leadership positions in the growing 

CRO and CCO markets. The commercial 

market represents an underpenetrated 

opportunity with only 16% penetration 

and outsourcing potential of $150 billion, 

providing substantial growth potential.

Upon completion of the transaction, the 

combined company will leverage commer-

cial insights to inform the clinical trial pro-

cess, designing studies to be more efficient 

and effective to address evolving patient 

and payer needs. Commercial solutions 

informing accelerated clinical trial design 

include market access, data-driven real-

world evidence (RWE), advocacy relations 

and medical affairs. The new organization’s 

combined clinical scale, therapeutic depth 

and expertise will allow it to partner with bi-

opharma companies of all sizes to navigate 

an increasingly complex drug development 

and commercialization environment.

— Wire Report

mailto:kenneth.getz@tufts.edu
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Q&A

PARTNERSHIP FOCUSES ON 
LAYPERSON UNDERSTANDING 
OF TRIAL RESULTS
Earlier this year, TrialScope launched its 

Trial Results Summaries Portal, www.trial-

summaries.com, with information from its 

first partner, AstraZeneca. The portal is a 

publicly accessible, sponsor-agnostic, un-

biased website for people looking to read 

clinical trial result summaries in layperson, 

easy-to-understand language. Applied 

Clinical Trials spoke with Thomas Wicks, 

TrialScope’s chief strategy officer, and Julie 

Holtzople, clinical trial transparency opera-

tions director for AstraZeneca, about the 

portal’s implementation and the goals of 

the layperson summary program. 

Q: How did the Trial Results Summaries 

Portal come about?

WICKS: There has been more indus-

try direction on communicating clinical 

trial results summaries to participants that 

are written in consideration to their level 

of understanding. Organizations such as 

MRCT, TransCelerate and CISCRP agree 

that the information be intelligible but not 

promotional. We felt that establishing a 

separate site, with no competitive influ-

ences, or implicit endorsement would ful-

fill that requirement. Sponsors could put 

their summaries on their website, but that 

in and of itself could be construed as pro-

motional.

HOLTZOPLE: TrialScope already sup-

ports AstraZeneca with the work we do to 

register clinical trials and post clinical trial 

results. The partnership for publication of 

trial results summaries was a natural ex-

tension to this.

Q: How long has AstraZeneca been 

working on its lay summary program?

HOLTZOPLE: In 2015, we took the step 

to provide trial results summaries, also 

known in the EU as lay language sum-

maries, to all patients that participate in 

an AstraZeneca-sponsored clinical trial—

and to provide this in the same language 

as their signed informed consent form. 

This new portal provides a simple and im-

proved way for patients to be able to ac-

cess the information, and to 

deliver on this commitment in 

a way that study participants 

find useful.

Q: What has the feedback 

from participants been to 

date?

HOLTZOPLE: Study par-

ticipants and patient advocate 

feedback was key in helping us 

develop the website, and we 

have been able to incorporate 

their feedback in the design. 

We have heard requests from 

patients who hope this portal 

becomes a standard industry tool. Pa-

tients also tell us they are speaking with 

other sponsors whose trials they are in-

volved in, hoping they will also commit to 

using this tool to return trial result sum-

maries.

Q: What are the regulatory require-

ments for lay summaries?

WICKS: The FDA has no requirement. 

Sponsors are required to report clinical 

trial results in ClinicalTrials.gov. But that in-

formation is very scientific and data driven, 

difficult for even the most informed per-

son to understand. 

The EMA (European Medicines Agency) 

has a portal also for results, but that is 

not intended for participants. Part of the 

EMA’s new clinical trial directive calls for 

layperson summaries be in effect later in 

2018, and it intends to host its own portal 

for those summaries.

Q: Do you think sponsors will just use 

the EMA portal when it’s available be-

cause it’s required?

WICKS: I don’t think so. The EMA re-

quirement is only for summaries for trials 

conducted in the EU. So sponsors that 

want to get that information out to the 

public, would be limiting themselves. I 

think they will put them in both portals.

Q: How much do the regulatory au-

thorities affect AstraZeneca’s decision 

to move toward transparency?

HOLTZOPLE: AstraZeneca has a long-

standing commitment to making informa-

tion about our clinical research publicly 

available, while safeguarding patient pri-

vacy. We believe that transparency en-

hances the scientif ic understanding of 

how our medicines work and is in the 

medical interest of patients. 

In many cases, we go beyond the mini-

mum standards required by regulatory 

authorities, and—as with this new trial 

results summaries portal—we continue to 

explore the best ways to make information 

about our trials available, working along-

side others in the industry to do so.

Q: How will TrialScope populate the Tri-

als Results Summaries Portal?

WICKS: We are in discussion with many 

pharmaceutical companies, and plan to 

make announcements soon. Interest-

ingly, we are receiving a lot of queries 

from academics—institutions and teach-

ing hospitals—about the summaries. If 

an academic receives a grant from the 

government, it must post its protocol and 

results to ClinicalTrials.gov, just like the 

industry does. 

But, again, there is no legal requirement 

in the U.S. for layperson summaries. But 

we see a definite push for transparency. 

Ethically, it’s the right thing to do.

 — Staff Report
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EMA MAKES PROGRESS 
ON NEW FIRST-IN-HUMAN 
TRIALS GUIDELINE
The European Medicines Agency (EMA) is 

moving ahead with its plan to revise the 

guideline on first-in-human clinical trials. Ac-

cording to a statement issued by the agency 

on May 24, “The revised guideline is now be-

ing finalized. It will be adopted by the Com-

mittee for Medicinal Products for Human 

Use (CHMP) and then published on the EMA 

website in the third quarter of 2017.”

EMA published a revision of its guideline 

on first-in-human clinical trials for public 

consultation in November 2016. The consul-

tation closed on Feb. 28, and on March 28 

EMA ran a workshop with regulatory agen-

cies, the pharmaceutical industry, contract 

research organizations, and academia to 

discuss the comments received.

The aim of the workshop was to finalize 

the guidance with the further involvement 

of stakeholders. It focused on discussing 

the comments received during the consul-

tation phase, and participation was limited 

to those individuals and organizations who 

submitted comments. The output of the 

workshop will be reflected in the final re-

vised guideline and the published overview 

of comments, according to the EMA.

The existing guideline, released in 2007, 

provides advice on first-in-human clinical 

trials, particularly on the data needed to 

enable their appropriate design and allow 

initiation of treatment in trial participants. 

Between July and September 2016, EMA 

released for public consultation a concept 

paper that outlined the major areas that 

needed to be revised in the guideline, and 

the draft revised guideline was then ad-

opted by the Committee for Medicinal Prod-

ucts for Human Use (CHMP).

The revised guideline is designed to ad-

dress the increasing complexity of proto-

cols of first-in-human clinical trials in recent 

years. While the 2007 guideline focused on 

the single-ascending-dose design used at 

that time, the practice for conducting first-

in-human clinical trials has evolved towards 

a more integrated approach, EMA explained. 

Sponsors now conduct several steps of clini-

cal development within a single clinical trial 

protocol (e.g., to assess single and multiple 

ascending doses, food interactions, or dif-

ferent age groups).

The authors of the guideline have out-

lined strategies to mitigate and manage 

risks for trial participants, including prin-

ciples to be used for the calculation of the 

starting dose in humans, the subsequent 

dose escalation, and the criteria for max-

imum dose, as well as principles on the 

conduct of the clinical trial including the 

conduct of studies with multiple parts. They 

have also covered non-clinical aspects such 

as the better integration of pharmacokinetic 

and pharmacodynamic data and toxicologi-

cal testing into the overall risk assessment, 

as well as the role of non-clinical data in the 

definition of the estimated therapeutic dose, 

maximal dose, and dose steps and intervals.

— Philip Ward

RAPS SEEKS TO RAISE ITS 
PROFILE IN EUROPE
The Regulatory Affairs Professionals Soci-

ety (RAPS) is seeking to increase its pres-

ence in Europe and expand its European 

team. In the last year, the society’s Eu-

ropean membership base has grown by 

about 19% to more than 1,500 people in 

29 countries. RAPS now plans to spend 

more than 2 million euros over the next 

three years by launching new events and 

resources to serve the needs of regulatory 

professionals in the region.

“Europe has a vibrant and progressive 

healthcare products community and many 

of our existing regulatory professionals 

are working here, so increasing our invest-

ment in Europe was a natural next step for 

RAPS,” said RAPS Executive Director Paul 

Brooks. “Healthcare is a global business, 

and with more than 15,000 members in 

over 80 countries, we are well aware of 

the challenges regulatory professionals 

face worldwide. Our own research has 

shown that in Europe more than 65% of 

professionals in the healthcare product in-

dustries have multi-regional or worldwide 

responsibilities.”

RAPS plans “a substantial increase” 

in European staff, plus a series of new 

events, including a workshop (“EU Regula-

tory Essentials, Medical Device and In Vitro 

Diagnostics: Transitioning from Current 

Directives to New Regulations”) slated for 

July 4-5 in Brussels.

Brooks continued: “In highly regulated 

environments such as the pharmaceuti-

cal and medical device sectors, there is 

a greater need than ever for regulatory 

professionals to stay up to date on the lat-

est regulatory developments. In particular, 

changes to medical device regulations in 

Europe present a huge challenge to manu-

facturers and should be high on the indus-

try’s agenda as we move towards the 2020 

deadline.”

In early May, RAPS held a new event 

called the RAPS Roadshow (“Examining 

the New European Medical Device Regula-

tions”), which took place Munich. Also last 

month, RAPS hosted a four-part virtual 

program called “Understanding the New 

EU Medical Device and IVD Regulations.” 

The society has produced an interactive 

guide to the new EU Medical Device and 

IVD Regulations.

 Additionally, RAPS is looking to in-

crease awareness of its Regulatory Affairs 

Certification (RAC). The RAC is the only 

professional certification specifically for 

those in the healthcare product regulatory 

field, testing knowledge and critical think-

ing relating to the international practice of 

regulatory affairs, according to the organi-

zation. Four RAC credentials are available, 

including one focused on European regula-

tions. Currently, more than 4,000 individu-

als worldwide are RAC-credentialed, the 

society reported.

— Philip Ward

http://www.appliedclinicaltrialsonline.com/
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CLINICAL TRIAL OPTIMIZATION

USING PRAGMATIC 
RANDOMIZATION IN 
REAL-WORLD STUDIES
Real-world observational studies are gain-

ing prominence as a way to gather valuable 

information about the impact of a treatment 

outside of the highly controlled clinical trial 

environment. Observational studies track 

the behavior and real-world outcomes of 

diverse patients at various stages of dis-

ease, helping researchers learn which treat-

ments result in clinically meaningful im-

provement, for which type of patients and in 

what situations. Observational studies can 

also provide information about treatment 

heterogeneity that is needed to develop 

a more personalized approach to medical 

care. By definition, observational studies 

do not interfere with decisions about which 

treatments patients will be offered. Instead 

of dictating which treatments will be used, 

observational studies rely instead on infor-

mation that is captured through the normal 

course of treatment, whatever that may be, 

and require limited, if any, additional testing.

The challenge with these studies is the 

unintended bias that determines how pa-

tients are treated.

When a new treatment comes to market, 

it is often first prescribed to patients who 

have failed to respond to other treatments, 

and who may start on a new drug as a last 

resort, when their disease progressed be-

yond reversal or they have tried every other 

treatment without any benefit. As a result, 

they may have outcomes that are quite dif-

ferent than would be encountered without 

the bias that can result from “channeling” 

sicker patients to new treatments.

To overcome this bias, some research-

ers use pragmatic randomized clinical trials 

(PCT), where treatment randomization is 

used to balance baseline characteristics 

and risk factors between treatment groups. 

Then information collected from observing 

encounters in everyday medical practice is 

used to gauge practical impacts on patients’ 

diseases. PCTs are gaining popularity as a 

way to quickly and less expensively evaluate 

the real-world impact of marketed products, 

at lower cost and with less complexity than 

randomized clinical trials (RCTs).

Once physicians and patients agree to par-

ticipate in a PCT, the investigator follows a 

randomization schedule to assign treatment 

and then conducts follow-up according to 

customary clinical practice. Treatments 

are not blinded. Comparators are generally 

whatever is used as standard of care in 

the regional setting, but placebos or sham 

treatments are never used in PCT. Some-

times additional clinical assessments may 

be requested to help gauge improvement 

but they must be consistent with real-world 

practice. Patient-reported outcomes also 

may be collected in order to evaluate the 

impact on daily living and quality of life.

While it may sound simple, it isn’t.

In the absence of blinding patients and 

observers as to which treatments are being 

used, it is critical to evaluate if and how as-

sessments of outcomes will be impacted by 

patients and physicians knowing what treat-

ments they are receiving. It is also essential 

to determine whether the outcomes of in-

terested will be detectable and recorded in 

accessible real-world data, like electronic 

medical records or health insurance claims. 

Nonetheless, with appropriate evaluation 

and planning, PCT can be used to address 

clinical questions of importance to many 

stakeholders, including patients and health-

care providers as well as regulators and 

payers.

Changing the way we 
answer questions

While this is a relatively new research model 

for the pharma industry, PCT are catching 

on. Consider ADAPTABLE, a three-year PCT 

funded by PCORnet, the National Patient-

Centered Clinical Research Network, to 

study whether a daily dose of aspirin will 

prevent heart attacks and strokes in indi-

viduals living with heart disease. The ADAPT-

ABLE study, just starting, will randomize 

treatments to one of two doses of daily as-

pirin in 20,000 participants to assess car-

diac benefit. Investigators will use existing 

data sources to track major adverse cardiac 

events, including hospitalizations and death. 

The cost of ADAPTABLE is expected to be 

about $14 million, whereas a classical RCT 

of similar size was recently completed at a 

cost of roughly $420 million. So, for the same 

price as a single classical cardiovascular out-

comes randomized trial, researchers could 

conduct 30 different pragmatic trials, pursu-

ing many questions of real-world importance.

There have been several examples of 

successful PCTs, including the Salford Lung 

Study (SLS) in Manchester, England, which 

used electronic health record data and Na-

tional Health Service (NHS) data to recruit 

and randomize treatments to a population 

of 2,800 consenting patients to examine the 

safety and effectiveness of a new treatment 

for chronic obstructive pulmonary disease 

(COPD). The study ultimately helped the 

sponsor demonstrate the value of this new 

treatment for clinicians, patients and payers.

Regulators are also beginning to show 

interest in PCTs as a way to establish real-

world effectiveness and possibly even for la-

bel expansions. The FDA hasn’t issued guid-

ance for using PCTs, however, in May 2016 

the National Institutes of Health (NIH) spon-

sored a workshop on the Ethical and Regula-

tory Issues of PCTs; and in January,  the NIH 

Office of Disease Prevention (ODP) released 

an online course on how to design and ana-

lyze pragmatic and group-randomized trials. 

The European Medicines Agency (EMA) has 

also shown a willingness to consider data 

from PCTs, and references their use in its 

scientific guidance on post-authorization 

efficacy studies.

While there is no guarantee that regulators 

will accept PCT data as proof of effective-

ness that is sufficient to broaden a label for a 

product already on the market or to support 

a health technology assessment, sponsors in-

terested in using this cost-effective approach 

should meet with regulators and/or payers 

before starting a PCT to discuss the goals 

and proposed plan in order to address any 

concerns those stakeholders may have. Also 

PRECIS-2, a checklist to help evaluate all the 

parameters by which a trial can be pragmatic, 

should be consulted during the design of a 

study, since there are many design features 

that can influence how pragmatic a trial is, 

and not an absolute dichotomy between clas-

sical and pragmatic RCT.

— Nancy Dreyer, PhD, is Global 

Chief of Scientific Affairs and Se-

nior Vice President, Real-World & Late 

Phase Research, QuintilesIMS
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EXPERTS BACK RANDOMIZED 
TRIALS TO ADDRESS 
PANDEMIC OUTBREAKS
Despite ethical and practical concerns, a 

panel of US and international health and re-

search leaders has concluded that random-

ized, controlled clinical trials provide the 

fastest and most reliable way to identify 

the risks and benefits of treatment can-

didates for infectious disease outbreaks. 

Based on a review of efforts to identify 

and test therapies and vaccines during 

the Ebola outbreak of 2014-2015, the 

committee assembled by the National 

Academies of Sciences, Engineering and 

Medicine finds that randomized trials may 

be the most ethical design because timely 

identification of beneficial treatments min-

imizes the risk of exposing populations to 

potentially harmful investigational agents.

Because of difficulties and delays in 

trying to design and implement trials 

during a dangerous and spreading epi-

demic, the report on Integrating Clinical 

Research into Epidemic Response (see 

http://bit.ly/2nW3d3t) recommends that 

research authorities from all over the 

world address important logistical, ethi-

cal and policy issues in advance of the 

next outbreak. World health authorities 

should take steps during this “inter-epi-

demic” period to strengthen the capac-

ity of national and local health systems 

and research operations and to develop 

mechanisms for rapid ethics reviews and 

legal agreements for future research. An 

independent coalition of experts, per-

haps based on the model adopted by the 

new Coalition for Epidemic Preparedness 

Innovations (CEPI), should set priorities 

for pathogens to target, develop clinical 

trial design templates, and identify teams 

of clinical research experts who could 

be deployed to help design and conduct 

research during an outbreak.

Panel co-chair Gerald Keusch, profes-

sor at the Boston University Schools of 

Medicine & Public Health, explained at 

a briefing how difficulties in launching 

clinical trials during the Ebola outbreak 

hindered efforts to find effective treat-

ments or vaccines. Research was delayed 

initially by faulty identification of the disease, 

and further by disagreement over whether it 

was ethical and feasible to conduct random-

ized studies during a health crisis. To improve 

the process, the panel emphasizes the need 

to strengthen the capacity of local and na-

tional health care systems, to engage com-

munities in advance on research processes 

and practices, and to set basic policies for 

international coordination and collaboration 

on research during a disease outbreak.

— Jill Wechsler
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WANT THE EMA? THIS IS 
WHAT YOU’LL NEED
Everyone wants the European Medicines 

Agency (EMA) once the U.K. leaves the Euro-

pean Union (EU). Since last year, when the im-

plications of the U.K.’s departure became ap-

parent, nearly every EU member country has 

put in a bid to host the EMA as from 2019—

when Brexit is currently scheduled to happen.

But so far the bids have been informal, un-

official, and even idiosyncratic—and numer-

ous. No longer. In late May, the EU published 

a formal invitation to tender—and the condi-

tions and criteria that it sets out are likely to 

whittle down the number of candidates pretty 

severely.

 How many airports and how many flights 

and how many taxis can you offer to your sug-

gested location? Top of the list is accessibility—

and candidates are required to list availability, 

frequency and duration of flight connections 

with the capitals of all other EU member states, 

along with local public transport connections 

and “the quality and quantity of accommoda-

tion facilities.” Every year, 36,000 visitors come 

to the EMA for meetings of up to four days, 

which means 30,000 hotel nights, and a daily 

peak hotel capacity of 350 rooms.

 What sort of office space can you provide? 

And that includes appropriate premises “with 

the necessary logistics,” meeting rooms and 

off-site archiving, high-performing telecom-

munication and data storage networks. EMA 

holds more than 500 meetings and 4,000 tele-

conferences a year, and its current 27,000 

square meters of office space includes 6,000 

square meters of meeting rooms with inter-

net 4G connection. It has an archive room of 

30 square meters and on-floor filing rooms 

totaling another 30. It hosts its own telecom-

munication network and data storage, with 

off-site backup. And it has an off-site archive 

of 600 square meters, where 34,000 boxes 

are stored.

 And is your site safe? Claims will be veri-

fied. There will be a check on “appropriate 

physical and IT security standards.” And given 

the burnt fingers that either the EU or the U.K. 

will be left with when the EMA drops 30 years 

early out of its lease on the London site, the 

conditions unsurprisingly include plenty of 

detail on “the financial terms, in particular if 

the member state would pay the rent for a 

given period of time or indefinitely,” as well as 

terms concerning maintenance of the building, 

and any special offers on provision of utilities 

and Internet.

 How about schools? At present, three-

quarters of the EMA’s staff have school-aged 

kids, and that will require availability of multi-

lingual, European-oriented schooling. And can 

you offer jobs and social security coverage to 

the partners that more than half the staff will 

bring with them? “Appropriate access to the 

labor market, social security and medical care 

for both children and spouses,” as well as job 

opportunities.

Offers need to be in to the EU by July 31.

 — Peter O’Donnell

BELGIUM STEPS FURTHER 
INTO IMMUNOTHERAPIES 
From last month onward, Belgian lung-cancer 

patients can receive—and be reimbursed 

for—immunotherapy for first-line treatment. 

This breakthrough, decreed by the Belgian 

health ministry, offers another possibility for 

assessing the efficacy of this still-controversial 

approach, which has so far won reimburse-

ment status in only limited indications in most 

countries in Europe. Only Austria, Luxem-

bourg, Denmark, Finland, Sweden and Ger-

many have reimbursed immunotherapy for 

first-line treatment of lung cancer.

Maggie De Block, Belgium’s minister of so-

cial affairs and public health, didn’t mince her 

words in making the announcement: “Patients 

will have access to therapy that increases their 

chances of survival and significantly improves 

their quality of life throughout treatment. This 

is important because they are seriously ill, 

often terminally ill.”

Until now, Belgium has been making Bris-

tol-Myers-Squibb’s Opdivo (nivolumab) im-

munotherapy available only for some 500 

patients with melanoma, Hodgkin’s lym-

phoma, and renal cancer, and for second-

line treatment of lung cancer. Last month, 

MSD’s Keytruda (pembrolizumab) was made 

available for first-line treatment for lung can-

cer through infusion every three weeks in 

patients who have more than 50% of PD1 

receptors on their tumor cells.

This means that during the course of 2017, 

a total of 5,000 patients may have access 

to immunotherapy in Belgium, the largest 

group being the 2,000 patients in first- and 

second-line treatment for lung cancer. And 

in 2018, the number of patients receiving 

immunotherapy is expected to increase to 

9,000; rising again to as many as 11,000 pa-

tients in 2019.

De Block sees immunotherapy as evolv-

ing rapidly. She cites a 45% response rate 

among patients, compared with 28% re-

sponses rates to chemotherapy, together 

with much fewer side effects. “Over the next 

few months, I expect that more similar treat-

ments will be reimbursed more quickly,” she 

said, suggesting that cancers of the bladder 

and the neck could be covered.

The therapies will be fast-tracked through 

the country’s accelerated reimbursement 

procedure. Since the beginning of this year, 

the reimbursement of immunotherapies fol-

lows a non-traditional path in Belgium. The 

expected cost of this accelerated repayment 

is in excess of $125 million per year, but has 

been provided for through recent govern-

ment measures that create an additional en-

velope for innovative medicines. Within that 

new scheme, “price agreements have been 

concluded with the companies concerned,” 

De Block adds – without going into any detail 

about what prices have been agreed upon.

— Peter O’Donnell
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CLINICAL TECHNOLOGY

CAN DRUG EFFICACY 
BE PREDICTED WITH           
ARTIFICIAL INTELLIGENCE?
The success of personalized medicine de-

pends on the ability to identify patient sub-

populations, which is only possible with 

accurate diagnostic tests based on biomark-

ers. Given the vast amount of genomics, 

proteomics or metabolomics data, iden-

tifying effective biomarkers is a complex 

task. Large amounts of individual patient 

Omics data are being collected; unfortu-

nately, bioinformaticians lack sophisticated 

tools to extract information from the data. 

Big computing approaches such as machine 

learning, artificial intelligence (AI) and neural 

networks are still in their infancy in the phar-

maceutical sector, but with several AI com-

panies rewriting the code for drug discovery, 

the implications in healthcare are likely to be 

far ranging in the coming years. In particular, 

newly founded start-ups offer some unprec-

edented solutions using machine learning 

and AI.

In a booming biomarkers market, which 

spans both diagnostics and drug discovery, 

there are, according to AngelList, 173 com-

panies in the bioinformatics space, with only 

15 in Europe. U.K.-based BenevolentAI is one 

leader in the use of AI for the efficient di-

agnosis of diseases and discovery of drugs. 

The company was founded in 2013 with the 

idea that the drug discovery process re-

quired a complete turnaround. Their mission 

became to change the healthcare and bio-

technology industry, which they addressed 

using knowledge networks to reduce the 

time and cost of drug discovery and find 

new molecular targets.

Recently, BenvolentAI’s system was suc-

cessfully used to identify biomarkers in 

amyotrophic lateral Ssclerosis (ALS) disease. 

They initially reviewed billions of sentences 

and paragraphs from millions of scientific 

research papers and abstracts. They then 

began to link direct relationships between 

the data and regulated the data into “known 

facts.” The company then curated these 

known facts and developed a number of 

hypotheses against qualified criteria. Be-

nevolentAI’s scientific teams then assessed 

the validity of these hypotheses and arrived 

at 20 triaged biomarkers they thought were 

worth exploring further. From this, the com-

pany whittled down to top five compounds, 

which they tested ALS patient cells. Clinical 

trials are planned to start later in the year. 

With some of the drugs tested by Benevo-

lentAI already in development, the time to 

market for the hits may be reduced.

BenevolentAI’s approach is unique as 

it uses data from scientific papers and ab-

stracts to make connections and patterns, 

an aspect that pharmaceutical companies 

may not have exploited yet. It is, therefore, 

no surprise that Janssen, a J&J company, 

entered an exclusive license agreement 

with BenevolentAI for clinical stage drug 

candidates. As Ken Mulvany, chairman of 

BenevolentAI, explained, “The data [from 

scientific articles] might show that a protein 

up regulates a particular gene which is not 

directly related, leading researchers to look 

for drugs in a completely different area.” 

This is how BenevolentAI is capable of find-

ing novel targets with data mining.

In the U.S., AtomWise, founded in 2012, 

has a slightly different value proposition. It 

has developed the AtomNet, “the first Deep 

Learning technology for novel small mol-

ecule discovery,” which can predict the bio-

activity of small molecule drugs. Using this 

proprietary algorithm, AtomWise was able 

to screen 8.2 million molecules to discover 

a protein inhibitor for the treatment of mul-

tiple sclerosis that filled all the requirements 

for its target product profile: “blood-brain-

barrier penetrant, orally available, and highly 

efficacious in animals.” 

In another example, the AtomNet algo-

rithm discovered a drug with no previous 

antiviral properties that blocked Ebola in-

fectivity across strains from different epi-

demics. With such results, AtomWise was 

able to partner with large corporations such 

as Merck & Co. and IBM and subsequently 

raise $6 million in seed funding in order to 

improve and develop their algorithm. It is 

certainly possible to envision what drug 

discovery could look like in the future with 

AI being an integral part of the pharmaceuti-

cal industry.

Currently, thousands of candidate mol-

ecules are screened with such new ap-

proaches and it is thought the strategy is 

poised to revolutionize the way pharma-

ceutical companies perform screening. Po-

tentially, it can significantly improve time to 

market and, as a result, also significantly re-

duce drug development costs. For example, 

in 2014, the FDA estimated that just a 10% 

improvement in the ability to predict drug 

failures before clinical trials could save $100 

million in development costs per drug. With 

this method, predictability is expected to 

increase significantly. Lastly, after a promis-

ing candidate is identified, AI can be used to 

improve clinical trials from the design to the 

data analysis.

Computer assisted drug delivery (CADD) 

has been around since the 1980s, particu-

larly in the pharma sector, where it was 

integrated in the drug discovery process. 

Although CADD has contributed to modern 

drug discovery, it hasn’t removed the need 

for biological data and it hasn’t revolution-

ized the drug discovery process. Big data 

computing approaches such as AI have the 

potential to do so but need to solve a few is-

sues, such as noise in data sets, which slow 

down the data training process. The other 

issue is to learn to deal with the complexity 

and variability found in biology. Once these 

hurdles are overcome, sophisticated mining 

processes are likely to increase the individu-

alization of the drugs lowering the cost of 

drug development, addressing two of the 

major problems in healthcare. 

At this stage the success depends on the 

wider adoption of these novel drug discov-

ery methods within larger biotechnology 

and pharmaceutical companies as well as 

the development of novel data mining and 

big data analysis software.

— Jeanne-Françoise Williamson, 

CEO, Williamson Biotech Solutions, and 

Pablo Lubroth, MPhil, Bioscience En-

terprise, University of Cambridge
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NEWS NOTES

STUDY REPORTS SIGNIFICANT 
GROWTH FOR NEW 
BIOTECH PRODUCTS
A vigorous development pipeline signals 

that the recent increased pace of biotech 

approvals will continue for the following 

decade, showing that biopharmaceuticals 

accounted for 35% of all new drug approv-

als in the U.S. from 2006-2016, according 

to a new assessment from the Tufts Center 

for the Study of Drug Development. The 

report found that the annual pace of 13 

new biotech product approvals by the FDA 

accelerated to over 20 per year during 2014-

2016, while 220 major pharma and biotech 

firms were conducting 429 Phase III trials for 

biologics at the end of 2016. 

Other key findings include: 

O The FDA approved 225 new biotech 

products during 2000-16, compared to 304 

small-molecule drug approvals during the 

same time.

O� �Biotech products in Phase III clinical 

trials spanned a broad range of molecules, 

with monoclonal antibodies accounting for 

34.5% of the total.

O Biologics spanned a broad range of dis-

ease areas in Phase III trials at the end of 

2016, with one-third focused on oncology.

O Biosimilars accounted for more than 60 

products in Phase III trials in 2016.

Chiltern acquires Japanese CRO

Contract research organization (CRO) Chil-

tern has acquired Integrated Development 

Associates Co. Ltd. (IDA), a CRO specializing 

in integrating Japan and Asia into global 

drug development. With staff based in Ja-

pan, Korea and Southeast Asia, IDA has ex-

pertise in establishing regulatory and devel-

opment pathways for Japan and is focused 

on implementing Pan Asian clinical trials 

to achieve Japanese and global regulatory 

objectives.

Cogstate selected as preferred 

provider to Lilly’s AD platform

Cogstate Ltd, a cognitive science company, 

was chosen last month as the preferred 

provider to Eli Lilly and Co., to support the 

drugmaker’s Alzheimer’s disease platform 

with solutions to ensure high-quality neuro-

psychological outcome measures in clinical 

trials. Cogstate and Lilly will deploy a pro-

gram to improve the way that research sites 

train and collect endpoint data across Lilly’s 

portfolio of Alzheimer’s disease studies. 

Cogstate has supported more than 90 Al-

zheimer’s disease studies across academic 

and clinical research. 

ERT acquires imaging solution 

from Cleveland Clinic

Data and technology company ERT has ac-

quired ImageIQ, originally established as 

Cleveland Clinic’s Biomedical Imaging and 

Analysis Center. The deal allows ERT to of-

fer end-to-end clinical trial imaging analysis 

using best-in-class technology that delivers 

compliant data for use in clinical develop-

ment. Quantitative, objective software anal-

ysis can enable more accurate and verifiable 

imaging results than subjective readings 

commonly relied upon with standard scor-

ing systems. ERT will provide imaging solu-

tions across several therapeutic areas.

Report finds that staff turnover 

at CROs remains high

CROs continue to battle exceptionally high 

turnover. In 2016, turnover in the U.S. for 

clinical monitoring jobs at CROs remained 

high at 25%, almost identical to the previous 

year’s reported 25.1%, according to the 2017 

CRO Hot Topics Survey on Turnover, con-

ducted by HR+Survey Solutions, LLC, a spe-

cialty compensation consulting and research 

firm. Hidden behind these numbers are 

cases where individual companies are ex-

periencing turnover rates of more than 50%. 

This is significantly higher than estimates of 

overall U.S. industry turnover of 17.8%.

For countries outside the U.S., turnover 

in clinical monitoring increased to 22% in 

2016, up from 16.4% in the previous year. 

U.S. overall average turnover at CROs (for all 

positions) increased slightly to 22% in 2016, 

from 20.1 percent in 2015. Outside the U.S., 

the overall turnover rate increased to 19% in 

2016, a spike of 2% from the previous year.

PPD creates dedicated real-world 

research and market access unit

CRO Pharmaceutical Product Development, 

LLC (PPD) unveiled the creation of a dedi-

cated unit combining its medical affairs re-

search operations (MARO) team and Evidera, 

the company’s provider of evidence-based 

solutions to demonstrate the real-world ef-

fectiveness, safety and value of biopharma 

and biotech products. PPD acquired Evidera 

last year. The new unit, retaining the Evidera 

name, will provide customers with global 

integrated solutions, including modeling and 

simulation, interventional studies (includ-

ing expanded access/compassionate use 

and extended access), observational stud-

ies (including registries), health economics, 

outcomes research, market access, epide-

miology, real-world evidence, safety and risk 

management.

Seventh Wave partners to 

advance liver disease research

Seventh Wave Laboratories, a consulting-

based CRO that assesses the safety and 

efficacy of drugs and medical devices, has  

inked a collaboration with Yecuris Corpora-

tion, a developer of humanized models in 

drug development research. The partner-

ship enables the most predictive approach 

available to study new human liver disease 

therapies. Seventh Wave will now be the ex-

clusive provider of services related to hepa-

titis B and C virus pharmacology studies 

using the Yecuris liver humanized FRG® KO 

model. Seventh Wave also will offer toxicol-

ogy, metabolism and other pharmacology 

services using Yecuris models.

Thermo Fisher Scientific to 

purchase CDMO Patheon

Boards of directors for the respective compa-

nies have approved Thermo Fisher Scientific 

Inc.’s acquisition of Patheon N.V., a contract 

development and manufacturing Organiza-

tion (CDMO). Thermo Fisher will commence 

a tender offer to acquire all of the issued and 

outstanding shares of Patheon for $35 per 

share in cash. The transaction represents a 

purchase price of approximately $7.2 billion, 

which includes the assumption of approxi-

mately $2 billion of net debt.

Patheon is a player in the high-growth, 

$40-billion CDMO market, which is fueled by 

growing customer demand for end-to-end 

solutions, flexible and scalable capacity, and 

regulatory expertise.

— Staff and wire reports

http://www.appliedclinicaltrialsonline.com/
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25TH 

ANNIVERSARY

Past, Present 
and Future of 
Clinical Trials

T
his month, as we celebrate the 25th Anniversary of 

Applied Clinical Trials, our survey partner, SCORR 

Marketing, helped develop the “The Past, Present and 

Future of Clinical Trials.” We think the survey does justice to 

the current trends in clinical trials that definitely speak to 

the changes occurring now, as well as the near future. 

Following the survey results, we include contributions 

from our Editorial Advisory Board members on the topic 

“How Can We Gain Efficiencies in Clinical Trials?”; from 

Schulman IRB on what the institutional review board of 

the future will look like; from Tufts CSDD, which lays out 

futurists’ views of the clinical research enterprise; Veeva 

Systems offers its take on clinical technology; Duke Clini-

cal Research Institute a view for collaborative and patient-

centered clinical trials; and, finally, a reflection on Good 

Clinical Practice from a former EAB member. 

Professional roles changing

One aspect of trials that has changed significantly in the past 

five years, and one that we have addressed in our pages, is 

the job functions of certain key roles, including clinical re-

search associates (CRAs), data managers, project managers 

and regulatory affairs. 

However, of all of those roles, our survey found that 

most respondents believe the CRA role has had the most 

change in the past 10 years. The survey indicated that the 

increasing use of technology, as well as the implementation 

of risk-based monitoring (RBM) strategies, are the two main 

game-changers for CRAs. We do know that when RBM was 

first addressed by FDA guidance, and CROs and sponsors 

began to actively look to RBM as a monitoring alternative, it 

was a difficult change management process for everyone 

involved. CRAs have been instructed away from checking 

data on forms and 100% source document/data verification 

to more of a proactive advisory position at the sites. 

And when asked about the prospects for the next five 

years, the majority of respondents believe that the CRA 

will still face the most change. This was followed by project 

managers, data managers and regulatory professionals. 

Changes in the trial landscape

The survey also explored reasons for more complexity in 

clinical trials, as well as the state of patient recruitment 

and site selection. For the reasons behind the complex-

ity of clinical trials, respondents rated  endpoints, eligibil-

ity criteria and adaptive trials, in that order. 

The increase in the use of social media was, overall, 

the top change in patient recruitment in the past 10 

years. And for site selection, the increased competition 

for sites was overwhelmingly chosen—at 56%—as the 

biggest change in the past decade. 

Finally, we explored changes in the relationship be-

tween sites and patients. In the next five years, respon-

dents believe that use of biomarker data for patient 

identification will impact that dynamic, followed closely 

by the use of electronic health records, again for patient 

identification into a clinical trial. The direct-to-patient 

trial did garner a 22% response to that question, and 

clinical trials as a care option 19%. 

For your free copy of the survey report, please down-

load at http://bit.ly/2sauGlk.

— Lisa Henderson, Editor-in-Chief

Greater use of CROs by sponsors  . . . . 41.2%

Increased use of 

patient-based technology  . . . . . . . . . . 44.1%

Increased use of 

non-patient-based technology . . . . . . . . 4.4%

Patient recruitment . . . . . . . . . . . . . . . . 5.9%

Site selection . . . . . . . . . . . . . . . . . . . . . 2.9%

Other . . . . . . . . . . . . . . . . . . . . . . . . . . . 1.5%

Source: Applied Clinical Trials/SCORR Marketing Survey, 

March 2017

Note: Patient-based technology included mobile, 

wearables; and non-patient-based technology 

included cloud-based tech and software.

WHICH BEST EXPLAINS 
HOW THE PATIENT-SITE 

LANDSCAPE HAS CHANGED 
OVER THE PAST 10 YEARS?

http://bit.ly/2sauGlk
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Making Clinical Trials More Efficient: EAB Perspectives

Select members of Applied Clinical Trials’ Editorial Advisory Board share their thoughts on 
ways industry can realize the promise of more efficient drug development in the years ahead.

THE BEST WAY to make trials more effi-

cient is to ride the wave of expanding better 

quality digital health data to improve the 

research process. The HL7 FHIR (Fast Health-

care Interoperability Resources) standard, 

called “the HTML of Healthcare” by John 

Halamka, has opened a new window into 

electronic health records that can be easily 

accessed by patient-focused apps and their 

authorized caregivers through APIs. As more 

and more patients use their data to manage 

their own health, together with new payment 

models focused on wellness and outcomes 

that rely on clinical data, the breadth, depth 

and accuracy of healthcare will continue to improve.

The FHIR standard provides a modern technology 

platform and model for consistent represen-

tation of health data as resources, and an 

active community working collaboratively 

toward achieving semantic interoperability. 

And the increased insights FHIR brings can 

inform better trial designs, more streamlined 

processes for randomized, pragmatic and 

observational trials, and better awareness 

of protocol execution at the site and the ef-

fects of new drug and device introduction 

on patients. 

For an industry that needs to reach out 

more to its customers, FHIR can open new 

channels of communication with providers 

and patients and opens up a whole new world of pos-

sibilities for the biopharmaceutical industry.

MY WORK IS IN DRUG SAFETY both during 

clinical trials and postmarketing, and I get to 

see how regulatory authorities, ethics com-

mittees and investigators use and respond 

to our safety information during clinical de-

velopment. 

I think there are two broad areas where 

we could be more efficient in the manage-

ment of safety information in clinical trials.

Regulatory overreach and inconsistency 

continue to be a periodic problem, especially 

in Europe where over the past year and a 

half, sponsors have had to respond to a vari-

ety of instructions from individual assessors 

on how reference safety information is described in 

the investigator’s brochure. In many cases, the instruc-

tions are inconsistent between assessors (different 

assessors have conflicting requests), are sometimes 

inconsistent even with the stances the CHMP (The 

Committee for Medicinal Products for Human Use) or 

PRAC (Pharmacovigilance Risk Assessment Commit-

tee) have taken on approved labeling for the compound 

and are not consistent with what has been considered 

good pharmacovigilance practice internationally. This 

has caused delays in the approval of these key regula-

tory documents, which can mean a delay in 

starting trials in Europe; this adds to clinical 

development cost and complexity. Unfor-

tunately, there is no evidence that the new 

requests contribute to clinical trial subject 

safety. Regulation is a significant driver of 

the excessive costs of clinical trials—and as 

a community of investigators, regulators and 

sponsors we should promote regulatory sim-

plification and rationalization.

We currently do very little to tailor the col-

lection of safety information to the scale or 

indication of the clinical trial. A 10,000-plus pa-

tient outcomes trial that is focused on an out-

come of death or serious disability will collect the wide 

variety of lab tests, non-serious adverse events, physical 

signs and symptoms that are collected in smaller trials at 

the beginning of a clinical development program. 

Source data verification for that data collection is 

incredibly expensive in very large trials. We should 

do more to tailor our requirements for data to the 

scale and purpose of the study so that large outcome 

trials—which can provide vitally important informa-

tion on the true benefits of therapies—become more 

feasible.

WAYNE KUBICK, 

CHIEF 

TECHNOLOGY 

OFFICER, HL7

INTERNATIONAL

STEWART 

GEARY, 

DEPUTY 

DIRECTOR, 

EISAI CO. LTD.
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ACADEMIA HAS A SPECIFIC PROCESS in 

which they conduct efficient clinical trials. At 

HonorHealth Research Institute, we have a 

strong early Phase I, early drug development 

program in oncology. We constantly tend to 

make these clinical trials more efficient with 

less sample sizes through the innovative de-

sign of a particular trial itself.

Most of the clinical trials that we do are 

first-in-humans, so preclinical testing is fin-

ished on animals and “cell lines,” which re-

sults in very robust data. We have world 

renowned physicians who look at these 

studies and design early drug development 

clinical trials.

There are outstanding gains and signifi-

cant progress that we have made in cancer 

research over the last ten to twenty years that have 

resulted in improved survival rates and benefits. Both 

from early diagnosis to new drug molecules being 

developed and new mechanisms of actions for these 

molecules being developed. Advances in biomarkers 

are also helping us to approach clinical trials differently. 

It’s more targeted, it’s more biomarker-driven and it’s 

not “one size fits all.” We have made significant prog-

ress in the last five to seven years in understanding 

how biomarker-driven processes work.

There is a tighter net in the scientific com-

munity that has opened doors for the pro-

cess of sharing data, which is causing an in-

crease in momentum and speeding up some 

of these discoveries.

The traditional paradigm is that we use a 

standard approach, build a protocol and rig-

orously carry out the study. However, then 

it may take five years to complete the study 

because nobody knows about or has en-

rolled in these clinical trials. If you look at 

National Cancer Institute data, more than 

half of clinical trials close because of poor 

recruitment. 

We have made significant progress in pe-

diatric oncology, because every patient is 

being treated on a clinical trial for those 

kinds of research.

If the traditional paradigm is to change, we need to 

think about large clinical trials. I’ve seen smaller trials, 

new statistical designs and smarter ways of doing tri-

als come into the industry. 

And the industry is getting smarter in doing many 

of these things. Academic institutions and scientists 

domestically and globally are connecting to get this 

problem solved. I think we also need to ensure that 

regulatory burdens are reduced for us to excel faster.

AGGRESSIVE FINANCIAL TARGETS and 

R&D budgetary constraints are building tre-

mendous pressures on life sciences com-

panies to develop new drugs/devices in a 

cost-efficient and timely manner. With the 

increased complexities of clinical trials in the 

last few years, even the cost of clinical trial 

management has been increasing steadily. 

In order to manage these challenges, one 

of the areas that life science companies can 

focus on is improving the efficiency of the 

clinical trial management process to get bet-

ter control and visibility and improve speed. 

Use of new approaches in the clinical 

trial management process, like new monitoring initia-

tives—risk-based monitoring, centralized monitoring, 

etc.—not only help to build better data quality, im-

prove study conduct and close monitoring of patient 

safety, but also help to optimize clinical trial cycle 

time, provide better clarity on operations on a real-

time basis and create cost efficiencies in the long 

run. The life sciences industry needs to seriously look 

into implementing these approaches to get 

more visibility across the trial management 

process and facilitate proactive measures 

to protect their investment. Even the regula-

tors are encouraging industry to use these 

new initiatives to improve overall clinical trial 

performance and quality.

With penetration of new technology and 

eClinical tools, such as advanced analytics, 

eTMF, eSource, etc., one can have better 

and real-time visibility on what’s happening 

in clinical trials and take proactive, correc-

tive actions whenever required to prevent 

issues. 

Integrating standard processes with right tech-

nology and using highly trained people to drive the 

processes will be the key to success. Proper use of 

emerging new roles like risk managers, central moni-

tors and data scientists and initiatives such as encour-

aging cross-functional coordination, identifying and 

utilization the across-functional expertise to bridge the 

gaps in the processes would be helpful.

KIRAN 

AVANCHA, 

CHIEF 

OPERATING 

OFFICER, 

HONORHEALTH 

RESEARCH 

INSTITUTE

ASHOK GHONE, 

VP, GLOBAL 

SERVICES, 

MAKROCARE 

USA
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The Path to Unified Clinical

W
hile innovation in the life sciences industry has acceler-

ated over the past several decades1, the time required to 

bring new medicines to market has remained long and the 

effort to develop them has become increasingly complex.2 

The current model will not accommodate the growing number 

of trials and rise in complexity. A next-generation model is needed 

to drive new levels of efficiency and effectiveness across the entire 

clinical ecosystem.

New era of unified clinical is underway

A significant transition has started to create a unified clinical envi-

ronment across end-to-end trial processes. Looking ahead, a unified 

clinical environment will include five major characteristics:

A common language for clinical trial information

The first step toward a unified clinical environment is harmonizing 

trial information. Today, different data models and vocabularies exist 

that refer to the same trial documents, content, and information. This 

makes it difficult to complete work accurately and efficiently or gain in-

sights when the same information is named or categorized differently.

Now, the industry is creating a common language for how clini-

cal teams talk about information and refer to the same content and 

data within their own processes. The Clinical Data Interchange Stan-

dards Consortium (CDISC), TransCelerate BioPharma, and the Drug 

Information Association (DIA) are three groups working to create a 

common language so that the puzzle pieces of information and data 

across trials can be put together efficiently and effectively.

A universal and flexible operating model

There is tremendous opportunity for the industry to create a com-

mon framework that standardizes trial processes, while still enabling 

flexibility to support individual study needs. An agile operating model 

can eliminate the rework that takes place with each new trial and 

reduce the time to full study optimization.

Rigid information systems often exacerbate the challenges in 

adopting a common model because they limit the flexibility of a 

business process and force people to find workarounds to complete 

tasks at hand. To achieve a universal and flexible operating model, 

sponsors, partners, investigators, and others will adopt universal in-

dustry processes to find the most efficient way to conduct trials, but 

still be able to manage variability from study to study.

The collaborative clinical ecosystem

Moving to a unified clinical environment will also require shifting 

from specialized and siloed processes to ones that fit into a com-

mon framework across all trial activities. Part of that process should 

include establishing shared goals, objectives, and outcomes to foster 

collaboration and incentivize teams to transfer knowledge and follow 

end-to-end trial processes. Also, integrating stakeholders early in 

decision-making on areas such as protocol design builds trust among 

stakeholders that they are working toward the same outcomes.

Insights from metrics and measurements

Common operational metrics and measurement will also be funda-

mental to a unified clinical environment, providing insights to man-

age risk, take action, and implement process improvements, as well 

as allow for industry benchmarking, reporting, and feedback. 

Performance metrics give a view into the ongoing status and 

quality of a trial and can help identify overall trends to drive process 

improvements across a portfolio of studies. This information then 

becomes a strategic asset to perform predictive analysis across 

multiple sites and studies using real-world evidence and historical 

operational metrics to better inform future trials.

Modern and unified information systems

Most clinical teams work in many different systems and often without 

the benefit of direct collaboration between teams, either internally or 

externally. Content and data is collected and managed from sources, 

even though the information is all associated with the same study.

Now, life sciences companies are bringing together previously 

disparate systems with emerging, native cloud solutions to support 

the end-to-end trial process and collaboration among partners. Con-

nected cloud applications manage both content and data to eliminate 

information and process silos. Clinical information systems that are 

inherently integrated by leveraging a single platform will be essential 

in propelling the industry toward a unified clinical environment.

Into the future with a unified clinical model

There is a tremendous opportunity for life sciences companies to 

transform their operations and processes through a unified clinical 

environment. Moving to this next-generation clinical model will bet-

ter enable the industry to address the growing complexity of trials, 

support end-to-end trial processes, and drive new levels of effi-

ciency and effectiveness across the entire clinical ecosystem.

References
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— Jennifer Goldsmith, Senior Vice 
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How the Cures Act Will 
Impact Clinical Development
A look at provisions of the legislation with best chance of preserving trial safeguards   

D
espite vast bipartisan support, when the 21st Century Cures 

Act was passed in early December, it was met with immedi-

ate criticism. The Cures Act provides more than $6 billion in 

research dollars, including funds for opioid addiction research, pre-

cision medicine and the Cancer Moonshot program, and represents 

the largest piece of healthcare legislation since the Affordable Care 

Act. Several provisions, however, amend the review and approval 

processes of the FDA and other regulatory bodies—controversial 

changes that will shake up drug and medical device markets in un-

precedented ways.

Not surprisingly, these changes have been met with a consider-

able degree of angst. When there is talk of streamlined regulatory re-

views and expedited approvals, it is natural to question which steps 

will be cut out of the process, and if we can afford to lose them. Fre-

quently, we see validation in passing multiple checkpoints, especially 

ones that have been in place for a long time.

But we must ask ourselves: In the face of a growing gap between 

supply and demand for life-saving treatments, is it ethical if we never 

stop to question whether we can confidently stand by the measures 

by which we define risk and benefit?

Among others, the following provisions of the Cures Act could 

successfully preserve conscionable safeguards of safety and ef-

ficacy, eliminate undue development hurdles, and increase patient 

access to breakthrough treatments.

When there is talk of streamlined 

regulatory reviews and expedited 

approvals, it is natural to 

question which steps will be 

cut out of the process, and if 

we can afford to lose them.
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Central IRBs for medical device 

studies [section 3056]

Today, sponsors of a multisite device research protocol are faced 

with an exponentially higher administrative burden than those con-

ducting single-site non-device investigations, because of a local re-

view requirements specific to research with devices. Thus, a 15-site 

study involving an investigational device could involve 15 local insti-

tutional review boards (IRBs), each with its own requirements. This 

means that each IRB can (and often does) request changes to proto-

cols as well as consent forms, resulting in significant delays and com-

plications as revisions are made to satisfy the disparate requests.

Section 3056 of the Cures Act comes on the heels of an NIH 

policy, effective this September, which establishes the expectation 

that a single IRB of record will be used for NIH-funded multisite stud-

ies. The Cures Act provision strikes the statutory requirements that 

medical device clinical investigations be overseen by a “local IRB,” 

permitting both investigational drug and device research to have a 

single IRB of record in multisite studies.

Moving forward, with research protocols being reviewed once on 

behalf of all sites and the sponsor responding to only one IRB’s feed-

back, study timelines can be planned more accurately, and sponsors 

and sites can focus more on overall study management and safety. 

In addition, the IRB can work with the sponsor to develop a unified 

informed consent for use by all sites, so subjects receive consistent 

information over the course of the study regardless of where they 

may be enrolled.

Along with the recent final revisions to the Common Rule, the 

Cures Act provision has driven home the federal government’s mes-

sage that where multisite research is concerned, a single IRB is now 

the preferred course.

Through centralized oversight of multicenter medical device stud-

ies by a single IRB, we can minimize administrative burdens, costs 

and delays while accelerating a scientifically sound review and ap-

proval process.

Harmonization of informed consent 

[sections 3023–4]

Harmonizing government regulations has been a significant ask by 

the national community, evidenced by the existence of the HHS 

Secretary’s Advisory Committee on Human Research Protections 

Subcommittee on Harmonization, which is tasked specifically with 

providing guidance on regulatory issues that would benefit from 

harmonization.

Section 3023 of the Cures Act addresses this demand by requir-

ing harmonization of the differences between the HHS Common 

Rule and FDA regulations. Specifically, the provision calls for the 

Secretary of HHS to synchronize the two sets of regulations “to the 

extent practicable and consistent with other statutory provisions” 

within three years of the Cures Act’s enactment. The goal? To mini-

mize regulatory duplication and undue delays, to facilitate multisite 

research and to incorporate local considerations and protections of 

vulnerable populations.

The disparity of informed consent regulations between HHS and 

FDA has been a longtime complication for clinical researchers. It is not 

an uncommon scenario for a human subject’s informed consent to be 

waived under HHS but not under FDA regulations. This is particularly 

difficult with respect to research involving the collection of specimens.

Furthering this provision’s harmonization efforts, section 3024 

goes on to amend the Federal Food, Drug and Cosmetic Act to grant 

FDA the ability to allow waiver or alteration of informed consent for 

investigational drug and device studies when research activities post 

no more than minimal risk and include appropriate protections for 

the subjects’ rights, safety and welfare. Finally, FDA and HHS will be 

consistent in this regard.

Prioritization of breakthrough and humanitarian 

use devices [sections 3051–2]

Patient demand for access to investigational new drugs has grown 

in recent years, as seen through increased social media activity and 

the “right-to-try” laws on the books in many states. The Cures Act 

may help to close the gap between supply and demand for break-

through and humanitarian use devices that would benefit patients 

suffering with difficult-to-treat conditions.

Section 3051 of the Cures Act builds upon the Expedited Access 

Pathway (EAP), a voluntary program designed to prioritize the re-

view of certain devices for life-threatening or irreversibly debilitating 

diseases. Finalized in guidance published in April 2015, the EAP is a 

program in which the FDA works with sponsors to minimize medical 

device development costs and timelines while maintaining the same 

standards for safety and effectiveness. Per the Cures Act legislation, 

this Pathway would now be open to additional device types, increas-

ing the number of breakthrough devices receiving priority review.

In addition, as a counterpart to the orphan drug designation, for 

which the FDA has seen a dramatic rise in requests in recent years, 

the humanitarian device exemption (HDE) is expanded in section 

3052 of the Cures Act. Currently, the exemption can only be applied 

to devices that treat diseases and conditions that affect up to 4,000 

individuals annually in the U.S. The new legislation raises this cap to 

8,000. This will allow sponsors to obtain approval based on safety 

data and probable benefit and increase patient access to devices for 

a greater variety of rare conditions.

— Michele Russell-Einhorn, JD, Vice President 

of Human Research Protection Services and 

Institutional Official, Schulman IRB

With research protocols being 

reviewed once on behalf of all sites 

and the sponsor responding to only 

one IRB’s feedback, study timelines 

can be planned more accurately.

http://www.appliedclinicaltrialsonline.com/


25TH ANNIVERSARY

appliedclinicaltrialsonline.com   APPLIED CLINICAL TRIALS    29June 2017

W
henever experts are called upon to predict the future of 

clinical research, we hear a familiar litany: Pharmaceutical 

companies must evolve and accelerate their R&D efforts. 

contract research organizations (CROs) need to innovate in recruit-

ing study participants and find ways to make site-based research 

and monitoring more efficient. And if the “usual suspects”—indus-

try, CROs, academia, regulators, and physicians—can just figure 

out how to handle all this rapidly accumulating big data and put it to 

good use, patients and the public will benefit.

It’s reasonable to ask, though, why we aren’t there yet. After all, 

kitchen appliances are now hooked up to the Internet, self-driving 

cars are easing onto the freeways, and artificial intelligence is help-

ing people do their shopping without leaving the couch. Perhaps 

more relevantly, we’re living in an era in which individual whole-

genome assays are within reach and sophisticated medical devices 

can be custom-printed as needed. When we look three, five or 10 

years ahead, we see multiple influences—technological, organiza-

tional, and cultural—that seem poised to propel clinical research 

rapidly into the future. Yet, as important as these factors are, it’s 

becoming clear that the key to unlocking the full potential of clini-

cal research is held not by the “usual suspects” noted above, but by 

patients themselves. 

At the Duke Clinical Research Institute (DCRI), our clinician-

researchers encompass a great many different specialties and inter-

ests, but they all share a commitment to turning research into better 

patient outcomes. From our unique vantage point as the world’s 

largest academic research organization, we’ve become increas-

ingly convinced that those who will serve as the core catalyst for 

advancing clinical research are the ones who have the most at stake 

in improvements and innovation in healthcare—patients and the 

public. We believe the future of clinical research centers on engag-

ing people, including people who are currently healthy, in partnering 

with caregivers and scientists to understand their health-related 

experiences to answer stubborn questions and create solutions that 

improve care and outcomes. 

Today, roughly 15% of people in the population are “patients” in 

some sense at any given time. But the remaining 85%, while not cur-

rently patients as such, are, nevertheless, capable of adding tremen-

dously to medical knowledge. So many unanswered questions about 

predictors of health and illness, the importance of environmental 

exposures, the roles played by societal and behavioral factors, even 

the effects of the consumer products we use and the food we eat, 

can be answered if we can find ways to tap into the insights that 

technology and our networked lives are now making possible. Elec-

tronic health records are just the start. Granular information from 

digital devices and sensors, shopping preferences from retail and 

grocery store purchases, and lifestyle choices from social media 

profiles can be woven into a vivid tapestry of real-world evidence 

that illuminates patterns of health and illness that would otherwise 

remain hidden. 

It is both our goal—and our role—to invite all stakeholders to 

partner with us in building an efficient, patient-centered system 

of research and evidence generation that, under strict privacy and 

security protections, enables care providers and patients to make 

informed decisions about health and healthcare by answering the 

questions that matter most to them. The DCRI is already breaking 

ground in this arena—whether by partnering with Stanford and Verily 

to explore new understandings of health and illness through Project 

Baseline, contributing to growing PCORnet’s national networks for 

data sharing and research participation, or leveraging the ADAPT-

ABLE aspirin study’s patient-reported outcomes to answer long-

standing clinical questions. 

Yogi Berra once famously observed that predictions are tough, 

especially when they’re about the future. Yet we feel confident in 

predicting that engaging with patients, consumers, and the public as 

partners and collaborators in research will be central to creating a 

dynamic learning healthcare system that accelerates generation of 

meaningful information, guides clinical decision-making that includes 

patients’ needs and preferences, and ultimately results in better 

health outcomes for all. 

— Adrian F. Hernandez, MD, is Director, Health 

Services Outcomes Research, DCRI Faculty Associ-

ate Director and Professor of Medicine, Cardiology

The Future of Clinical Research:
An Academic Organization’s View

Patient-centered collaboration will be key 

Source: Duke Clinical Research Institute, via Hernandez, AF, and Cruz, 

HP. Circulation. 2017; 135:1478-1480
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Futurists’ Outlook: Expect Vastly 
Different Clinical Research Enterprise 

I
nterviews among noted futurists indicate that the clinical research 

enterprise is poised to change more profoundly than ever before 

in its history. What follows are scenarios consistently anticipated 

by more than a dozen futurists. This outlook offers insight into stra-

tegic opportunities for drug development sponsors, contract and 

study conduct service providers: 

Clinical trials will be ‘“site less” and conducted 

in a variety of settings including pharmacies, 

grocery stores, and study volunteers’ homes

Clinical trials will be conducted wherever and whenever patients 

can more easily participate. In essence, investigative site will be 

replaced by flexible infrastructure increasingly supported by mobile, 

portable and cloud-based and technology solutions integrating clini-

cal research and clinical practice data. Flexibility and integration will 

facilitate participation, expand access, increase convenience and 

lower participation burden.

The roles of the principal investigator and clinical 

research coordinators will be remote and transient

Increasingly, study conduct personnel will need to go wherever 

clinical trials and patients meet. A number of futurists anticipate 

transient study conduct teams that can perform their clinical trial 

responsibilities within health systems, healthcare facilities, dedi-

cated clinical research spaces, professional work places and private 

spaces within public facilities and individual’s homes. 

Study conduct personnel will need to be trained to be effective 

and efficient as remote and flexible assets. As clinical research 

becomes more integrated into clinical care, many principal investi-

gators and study coordinators will be compensated by large health 

systems and by payers. 

As clinical research becomes 

more integrated into clinical care, 

many principal investigators 

and study coordinators will be 

compensated by large health 

systems and by payers. 
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Wearable and remote technology solutions will be critical 

to a more flexible clinical research operating model

Data collection is expected to be immediate, seamless and extremely 

convenient. Vital health statistics, including blood pressure and heart 

rate, will be monitored continuously increasingly with the assistance 

of artificial intelligence. The majority of patient data collected will be 

delivered directly from the patient to the electronic health record (EHR).  

Increasingly, patients will use wearable and implantable devices 

as they participate in clinical trials while they go about their daily lives. 

Patients will receive frequent, real-time updates and reminders associ-

ated with their clinical trial participation responsibilities. And research 

professionals will receive real-time progress reports and summary 

data on clinical trial performance and quality. Patients will have access 

to their EHRs and, therefore, access to their raw clinical research data 

drawn from the protocol procedures performed. The personalized re-

sults of their clinical trials will be posted to the EHR and accessible to 

each patients primary and specialty health care providers.

Use of predictive analytics will become standard practice

Predictive analytics will become a preferred means to monitor and 

manage disease; to support clinical research recruitment, retention 

and pharmacovigilance; and to detect therapeutic benefit. Futurists 

anticipate that EHR systems will be standardized globally. Precision 

medicine, immuno-oncology, and the use of biomarkers will con-

tinue grow. Improved understanding of biology and a deeper knowl-

edge of biological processes will promote the development of more 

targeted and cleaner medical interventions. Predictive analytics will 

enable modified treatments and allow the use of telemedicine, for 

example, providing treatments for ICU patients in the comfort of their 

own home. The data will be represented globally and there will be 

expanded connectivity everywhere in the world.

Identifying patient populations will become faster and easier and 

testing new drugs for effectiveness within certain populations will 

lead to more rapid determinations of whether a drug has provided 

benefit and caused an adverse or no effect. Increasingly drugs will be 

tested in smaller cohorts under adaptive protocol designs. Patients 

will receive investigational therapies as part of normal healthcare. 

Data will drive oversight and compliance and 

medicine will become more standardized

Regulatory oversight will continue to require demonstrated safety 

and efficacy of products. However, futurists anticipate that the 

regulatory approval process will change dramatically and become 

much more efficient. Payment will be integrated into drug approvals 

and payers will pay on value with real-world evidence having more 

of an impact. Observational research and real-world data will be 

integrated into the approval process. The value of medicine will ulti-

mately be determined on an individual basis. 

The patient will own their data and they will take ownership 

of their role as partners in the clinical research process

Patients and the public—along with their network of healthcare 

support—will place increasing value on rich and dynamic health in-

formation to inform decision-making and improve health outcomes 

and public health. 

Patients will increasingly view clinical research participation as 

an integrated healthcare option and research will be directed at the 

individual with inherent agreement to participate. A social respon-

sibility to participate in clinical research at all times will become a 

societal norm and a source of pride. 

Futurists anticipate that difficult ethical issues will need to be 

tackled around ownership of individual patient data (e.g., will indi-

vidual patient data be proprietary to the individual, to the research 

sponsor, available to the broader health community?). 

Study methodology

The Tufts Center for the Study of Drug Development (Tufts CSDD), an 

academic center within Tufts University Medical School, conducted 

in-depth interviews between March and June of 2016, examining the 

future of clinical research operations during the next 50 years. 

Tufts CSDD researchers conducted in-depth interviews with more 

than a dozen industry experts and thought leaders on their vision 

about the future. Those interviewed had much industry experience 

in all aspects of clinical research and were contacted for their views 

on the future. The respondents hold various positions in industry, 

academia, and clinical settings, including attorney, CEO, Chief Medi-

cal Officer, Chief Scientist, Chief Technology Officer, Executive Direc-

tor, Professor, and Director. Interviewees work in a myriad of orga-

nizations, including pharmaceutical and biotechnology companies, 

contract research organizations (CROs), investigative sites, law firms, 

non-profit organizations, standards organizations, technology com-

panies, and universities. Their work experiences have driven their 

vastly unique perceptions regarding the future of clinical research.

Tufts CSDD gathered opinions and perceptions across a number 

of topics, including investigative site infrastructure, clinical trial sci-

entific and management expertise, the role of technology and data, 

and clinical trial oversight and compliance. The research was spon-

sored by IBM Merge.

The authors would like to thank Ranjana Chakravarthy for her con-

tribution to this article.

— Mary Jo Lamberti, PhD, is Senior Research 

Fellow, and Ken Getz, MBA, is Director of Sponsored 

Research Programs, both with Tufts CSDD.

Patients will have access to their 

EHRs and, therefore, access 

to their raw clinical research 

data drawn from the protocol 

procedures performed.
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Historical Reflections on GCP 

O
f course, I wasn’t astonished at all to be informed by former 

colleagues in 2015 and 2016 that the ICH Guideline for Good 

Clinical Practice E6 was under revision. The final adoption by 

the Committee for Medicinal Products for Human Use (CHMP) in the 

European Union (EU) on December 15, 2016, 20 years after the ap-

proval of the original ICH GCP E6 guideline, was something that was 

going to happen one day. 

For more than 20 years, in fact since September 1992 in Tokyo, 

when the ICH partners decided to work together on a Concept for 

Good Clinical Practices (at the same time as the World Heath Organi-

zation), authorities and the pharmaceutical industry were committed 

to propagate an international ethical and scientific quality standard 

for designing, conducting, recording and reporting trials that involve 

the participation of human subjects. No wonder that a journal was 

established to reinforce these efforts, to explain the guideline, to 

publish clinical trials related issues and solutions, to address moni-

toring, auditing and inspections. Applied Clinical Trials became a 

catalyst in the process of understanding and implementing correctly 

the principles of the standard.

Why were we, ICH E6 participants, so committed? A former EU 

official once told me that he thought that it was because the editor 

of the document had been herself the victim of bad clinical prac-

tices. Maybe it’s true. I know that in the case of many paragraphs of 

the standard, we provided examples of bad practices that we had 

encountered when monitoring and auditing in order to obtain clear 

guidance to prevent it in the future. We were also worried about 

financial and scientific fraud, which also became a topic for the read-

ers of Applied Clinical Trials to understand. 

In the EU, when the GCP inspection system was established, 

cooperation between authorities improved. Moreover, clinical trials 

conducted in third-world countries could be GCP-compliant as well. 

If clinical trials are conducted outside the EU, but submitted in an 

application for marketing authorization in the EU, they have to follow 

the principles, which are equivalent to the provisions of the Clinical 

Trials Directive.

In addition, if an application dossier submitted in accordance with 

the requirements of Regulation 536/2014 makes reference to data 

generated from a clinical trial conducted outside the EU, the clinical 

trial should be conducted in accordance with principles equivalent to 

those of Regulation 536/2014 as regards to the rights and safety of 

the subject and the reliability and robustness of the data generated 

in the clinical trial.

Moreover, such data should only be submitted in an application 

dossier if that clinical trial has been registered prior to its start in 

a public register that is a primary or partner registry of, or a data 

provider to, the WHO International Clinical Trials Registry Platform 

(ICTRP). Or if the results of that clinical study have been published in 

an independent peer-reviewed scientific publication. And such trials 

are subject to inspections!

You would think, or at least hope, that all these efforts after so 

many years created a full understanding and willingness by each 

investigator, by each partner in R&D, by each ethics committee and 

authority, wherever in the world, to assure that the rights, safety and 

well-being of trial subjects are protected, consistent with the prin-

ciples that have their origin in the Declaration of Helsinki, and that 

the clinical trial data are credible.

And then, recently, I was horrified to read that there had been in 

my region an investigator at a university hospital who disregarded 

these principles; who had been requested two years ago by the 

university to leave in silence, who continues trials today in a private 

hospital in a neighboring country. 

I felt we failed. We failed to persuade such an investigator that the 

regulations are not an administrative burden, a loss of time for medi-

cal doctors and terminally ill patients. An informed consent should 

give the facts and not give false hopes. And a clinical trial should not 

cost thousands to the family of the patient. I felt devastated. And 

just at that moment, I read the request to reflect on 25 years of GCP 

for Applied Clinical Trials. 

I believe that, more than ever, we need the guideline for Good 

Clinical Practice E6 (R2), which came into effect in the EU on June 

14. And I am convinced that Applied Clinical Trials and others need 

to propagate the understanding of the principles of GCP. I sincerely 

wish that both the authorities and the partners in GCP are success-

ful in the implementation of GCP to the benefit of the trial subjects 

and R&D.

— Marijke Korteweg is currently 

a member of the review committee 

for Dutch Flemish Accreditation 

Organization. She previously was 

Integrated Quality Management 

(IQM) Advisor/Head Internal 

Audit at the European Medicines 

Agency, and was a member of 

Applied Clinical Trials Editorial 

Advisory Board for over 12 years.

An informed consent should 

give the facts and not give 

false hopes. And a clinical trial 

should not cost thousands to 

the family of the patient.
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Engaging Patients & Clinicians:  
Lessons from the PALM Registry
Vincent Miller

Case study evaluates the use of a mobile device tool for simplifying 
clinical trial patient enrollment and data collection. 

D
isruptive technologies hold great promise in expe-

diting clinical development, including the engage-

ment of patients and physicians in clinical trials. 

This article describes a study to evaluate lipid manage-

ment in clinical practice, using a novel mobile device de-

veloped by the Duke Clinical Research Institute (DCRI) for 

simplified patient enrollment and data collection.

The DCRI’s Prospective Assessment of Lipid Manage-

ment (PALM) registry involves 175 U.S. sites and 7,500 

patients, including subjects with cardiovascular risk fac-

tors warranting consideration of lipid-lowering therapies 

and those already on statin therapy.1 The registry was 

developed in response to a change in the American Col-

lege of Cardiology/American Heart Association guideline 

recommendations for cholesterol management in 2013. 

The PALM registry collects data on current practice 

patterns, patient experiences, and patient and provider 

knowledge and attitudes to lipid management and the 

reduction of cardiovascular disease risk. This informa-

tion will be used to design and implement effective 

lipid-lowering treatment strategies for cardiovascular risk 

reduction. 

Enrollment using a tablet-based app

The DCRI developed a tablet-based application that al-

lows for all parts of registry enrollment and patient-

reported outcomes (PROs) collection using a single PALM 

iPad app. This offers a unique approach to screening, 

consent and patient surveys. Clinical study coordinators 

use the tablet to identify eligible patients, and partici-

pants use it to complete patient surveys. This eliminates 

paper entries and enables secure and higher-quality data 

collection. 

The app offers study participants the option of video 

informed consent (e-consent), in a format designed to 

promote understanding of and interest in the registry. In 

addition, the digital platform accommodates advanced 

survey methodology, including adaptive logic, embedded 

randomization of questions, and sophisticated response 

categories (see Table 1 on page 35 for more details on 

the PALM Registry). The survey—which is being used 

with all PALM registry patients and sites—was random-

ized so that each participant was given one of six sets of 

questions. Question pathways are also adapted based on 

answers provided by the user, allowing for in-depth ex-

ploration of specific subgroups. In addition to the patient 

survey, key components of the study include provider 

surveys, medical record abstraction, and core lab lipid 

panels.

The app was designed to fit into the workflow of busy 

clinics, taking advantage of “downtime,” enabling enroll-

ment during the patient’s clinic visit, and enabling direct, 

paperless data entry. The technology is designed to be 

user-friendly, portable, readable, and enticing, while 

also being institutional review board (IRB)-compliant and 

secure. The app streamlines the consent process and 

makes it more interactive, allowing for sophisticated 

capture of  PROs, and decreasing the burden on trial 

participants. 

A traditional informed consent form was transformed 

into a series of customizable video modules following 

upfront collaboration with the IRB. The modules cover 

essential materials but add a human face, are easy 

to view and understand, and can be adapted for use 

in multiple languages. The route to informed consent 

is “game-ified” to promote completion. The patient’s 
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signature is captured electronically, in compliance with IRB require-

ments.

The PALM registry is one of the first to operationalize across a 

large number of sites, some of which were very experienced in re-

search, while others were relative novices. Interestingly, recruitment 

to the PALM registry via the app progressed significantly faster than 

expected, calling for real-time revisions to the projected rate (see Fig-

ure 1). Multiple iterations of the app were developed across multiple 

sites without interrupting enrollment.

Challenges in application development

Specific challenges faced in developing the PALM app centered on 

the fact that this was the first of its kind to be released, as a largely de 

novo application, with timelines not fully defined or understood. As a 

result, the initial release lacked some polish. A small number of bugs 

and errors remained, so not all data were committed to the database, 

there were some crashes related to specific data entry, and the survey 

contained some errors. Duplication of patient IDs occurred within a 

site, and the back-end data lacked well-defined specifications.

The text consent element also posed challenges, including ver-

sion control, due to the fact that any changes require a new consent 

document to be loaded, leading to a time lag due to the need for 

staff availability to complete this task. In addition, sites must log out 

and log back in to see any changes that have been made. Since this 

is such a new area, the IRB was not fully familiar with the format-

ting requirements to support e-document conversion, and research 

personnel are required to be present throughout. Text consent also 

lacks the element of engagement and innovation found in some other 

approaches. 

Video consent, while engaging 

and innovative, requires a time- and 

resource-intensive process to create 

the video. Existing boilerplate lan-

guage, which can be cumbersome, 

must be used, since there is no ap-

proved alternative. In addition, the 

finished video cannot be customized 

beyond providing site contact infor-

mation. 

Obtaining consent on tablets is 

also not without challenges, such as 

the difficulty of understanding how 

the consent modules, document, and 

web application programming inter-

face (API) work together, how the fin-

ished material will look, and what can 

and cannot be modified. Once this 

method has been selected, no alter-

native can be offered—the patient 

has to use the tablet. The approach 

is also not adaptable to the use of 

additional documents or a varied sig-

nature process. Once the patient has 

completed the consent process, tapping “continue” without confirm-

ing receipt of the consent document can result in no copy remaining 

for the patient or for site records. Also, it is not possible to verify 

consent after the fact.

Elements to address before device implementation 

Challenges before implementation of the device include the need to 

complete preliminary paperwork to obtain IRB approval, including 

providing details on data security and plans for IT integration with 

local software systems. There may also be restrictions on the use of 

devices not owned by the local system, including connection to any 

non-guest network, loading email accounts or connecting to printers 

via Wi-Fi. 

During revised implementation of the PALM app, staff from the 

DCRI set up devices on the Duke Wi-Fi system; now the device pulls 

down the app with video and consent documents, and iBook content. 

The site is sent preloaded devices, and DCRI staff conducted activa-

The app was designed to fit into 

the workflow of busy clinics, 

taking advantage of “downtime,” 

enabling enrollment during the 

patient’s clinic visit, and enabling 

direct, paperless data entry. 

Recruitment Comparisons

Source: Duke Clinical Research Institute

Figure 1. Projected vs. actual enrollment to the PALM registry.
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tion calls, offering assistance to the site to add email and/or printer 

connections, and training to use the app. This approach has proven 

to be effective, but time-consuming, adding around 150 hours of 

work for staff. 

Device management software was a key factor in this project’s 

success, allowing for real-time control of all mobile devices deployed 

for the study. Features included:

• Protection of security, including control of updates; approval 

and delivery of content, including newsletters, copies of protocols 

and digital aids for study coordinators; authorization of users and 

their levels of access; and offering the ability to “brick” the device, 

or render it useless.

• Ability to monitor exactly when enrollment occurred and 

who was enrolling the patients

• Controlling multiple aspects of the study in real time, in-

cluding the ability to rapidly identify problem areas and triage as 

needed.

As with any other study, this one was not without hiccups, includ-

ing minor issues involving understanding the software, interactions 

with other institution software, iOS updates, and the need to target 

updates for specific devices—there were 350 in total—rather than for 

all devices involved in the study.  

When the PALM app was deployed in the field, major upgrades 

were incorporated to improve the overall look and feel, and add pol-

ish. Minor changes were made to fix bugs. The revised version was 

tested by IT and site management teams, and initial deployments 

were made simultaneously to DCRI and site devices. DCRI staff re-

ported successful deployment when connected to the Duke network, 

and the majority of the time when connected to their home network.

Downstream effects have been some issues with data reconcilia-

tion, including duplicate patient IDs, records captured electronically 

and in the laboratory database that do not match with those in the 

Specific challenges faced 

centered on the fact that this 

was the first app of its kind to 

be released, as a largely de novo 

application, with timelines not 

fully defined or understood.

•  The Prospective Assessment of Lipid Management (PALM) Registry uses a novel mobile device for simplifi ed patient enrollment 

and data collection, developed by the Duke Clinical Research Institute (DCRI). This has been piloted at Duke Hospital.

•  The PALM iPad app offers an innovative approach to screening, consent and patient surveys, while 

also being IRB-compliant and secure. The app is designed to adapt to the workfl ow of busy clinics, 

allow enrollment during the patient visit, and enable direct, paperless data entry.

•  Patients have the option of video informed consent (e-consent), transforming a traditionally long 

consent form into a digestible video. The patient’s signature is captured electronically.

•  The goal of the technology is to give patients a voice and make them more vested in their care, while streamlining the 

consent process and making the process more interactive. Initial feedback has been extremely positive.    

Key features of PALM implementation:

•  Multi-site project in outpatient setting

•  Multiple users at each site

•  Duke-owned devices—two per site

•  Shared patient work list across the site’s two devices 

•  Function without constant Wi-Fi connection, but limit the amount of time data is cached on the device

•  Manage all three patient stages: screening, up to 10 days in advance of routine patient visit; 

consent, at the time of the clinic visit; and patient survey, also at the time of the visit

PALM app goals: 

•  Reduce personnel burden: Allows for screening, consent, and data collection in one place, and is adaptable to the clinic’s work-fl ow

•  Reduce documentation burden: Uses an electronic consent process to provide 

a signed consent e-document; also tracks patient status 

•  Engage patients and staff: Has a fun, “game”-like feel that is intuitive for all users regardless of familiarity with mobile devices.

•  Satisfy IRB and privacy requirements: Compartmentalizes activities to ensure proper procedures, 

and one-way progression, while transmitting data automatically and securely

•  Maintain data quality

•  Manage a complex patient survey: Handles multiple skip patterns, randomizes six versions of 

the survey, and balances the number of surveys completed across these versions.

•  Manage site information about users, including consent documents.

The PALM Registry: At a Glance

Source: Miller

Table 1. An overview of the PALM Registry program and application.
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survey database, and missing records in the survey database. The 

fact that some sites did not keep copies of signed consent forms 

meant that certain patient data had to be discarded. However, use of 

the patient label assigned by the site during screening enabled linking 

of some records that otherwise would have been orphaned. 

Lessons learned

The PALM registry builds on earlier work by the DCRI to validate a 

national stroke registry and quality improvement programs, known 

as Get With The Guidelines (GWTG)-Stroke2 and Target: Stroke Phase 

I;3 on examinations of the regulatory and ethical considerations that 

arise from the use of registry data for research;4 and on the linking of 

registry data with claims data.5 6

Initial feedback on the technology has been extremely positive, 

allowing the DCRI to expand its reach and receive as well as distrib-

ute data, input and findings into new areas, populations, and clinics. 

Patients up to 99 years old and across educational backgrounds were 

able to successfully navigate the consent process and tablet-based 

survey. The technology has potential to both increase the amount of 

data that can be obtained during a trial, and also the willingness of 

the participant.

Learnings from the implementation of the PALM app include the 

importance of accurate estimations of timelines and costs of app 

development. This experience also confirmed the importance and 

safety of cloud storage, confirmation of data transmission, and other 

safeguards to protect data integrity and optimize site performance. 

There is a need to increase the flexibility and adaptability of consent 

content and processes, and to take account of the marked variations 

between Wi-Fi systems. 

In the future, benefits could be gained by: 

• Involving data analysts and programmers from the beginning, 

to obtain their input on database structure.

• Broadening the questions asked during the feasibility 

phase of site recruitment, to include information on Wi-Fi systems 

and device policies.

• Pre-loading Duke-owned devices or deploying an app store for 

use with site-owned devices.

• Focusing on site education, to ensure an understanding of the 

limitations of electronic approaches, and to reinforce proper con-

sent and record retention procedures.

• Broadening network testing requirements to include external 

site networks.

• Identifying considerations unique to mobile device use in 

research and compiling a repository or checklist of these factors.

• Establishing partnerships to benefit from the expertise of inter-

nal and external entities.
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The ‘Pre’ Clinical Conversation: 
Dialogue Strategies Uncovered   
Lauren Walter

Audio study analyzes the communicative exchange factors between doctors 
and patients before enrollment—to better inform recruitment tactics.  

P
atient awareness and recruitment is an ongoing 

issue in conducting effective and efficient clinical 

trials. One barrier to patient recruitment is the “in-

office” communication between physicians and patients 

around clinical trials as treatment options. This commu-

nication does not always occur simply at one office visit, 

but is an ongoing process, often involving multiple con-

versations over time. Past research has largely focused 

on the specific interaction in which informed consent is 

established for a particular trial and the patient is invited 

to participate, usually after the patient has been identi-

fied as eligible for the trial in question. This study looks 

at in-office conversations earlier in the patient journey 

toward a clinical trial, before suitable trial options have 

been identified or patient eligibility for a study has been 

established. These early conversations set the stage for 

patients’ understanding of and receptivity toward enroll-

ing in a clinical trial in the future. 

Thirty six of this type of in-office dialogues were se-

lected and analyzed to understand what information is 

presented at initial discussions of clinical trials and how 

that information is presented. Conversations were re-

corded in the U.S. by 18 physicians from a variety of spe-

cialties between February 2010 and September 2016 (see 

Table 1 on page 38). Conversation analysis of the audio 

recordings and transcripts was used to identify conversa-

tional factors that may impact patients’ attitudes and un-

derstanding concerning clinical trials. Topic placement of 

the clinical trial and standard treatments was found to be 

at play in such a way as to de-emphasize clinical trials as 

a treatment option. The quantity of information provided 

around clinical trials was also found to be much less than 

the information provided around standard treatments. 

The impact that both of these may have on patients’ per-

ception of clinical trials is discussed.

 As former Vice President Joe Biden once stated about 

oncology trials, “Less than 5% of cancer patients enroll in 

a clinical trial, often because patients and doctors don’t 

know what trials are available.”1 For development efforts 

in cancer and other disease areas, many clinical trials 

are terminated early due to insufficient accrual,2,3 thus 

delaying the availability of new treatments to patients 

and affecting care.4,5 A key moment in the enrollment 

process is the discussion of potential clinical trials be-

tween a patient and his or her physician.6 Studies have 

shown that patients prefer to receive clinical trial infor-

mation from their primary and/or specialty physicians; 

however, a relatively small percentage of patients receive 

information from these sources.7 Physicians report that 

clinical trials are one of the most difficult topics for them 

to discuss with patients, and they are not provided with 

sufficient training in communication practices to become 

more comfortable with this conversation and conduct it 

effectively.8,9 

Research has also found that physicians having the 

clinical trial conversation alone is not enough—the qual-

ity of the conversation that occurs is essential to building 

patients’ understanding of clinical trials as a treatment 

option.10 This understanding is vital to the process of 

shared decision-making and can increase the likelihood 

of a patient’s participation in a clinical study.8,11,12

A clinical trial conversation between a patient and 

physician can take many forms, and be discussed over 

a number of visits. Several past studies have researched 

dialogues between physicians who are actively recruiting 

for clinical trials and patients who generally have been 
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identified as eligible for the trial in question.1,3-16 However, patients 

often have one or more preliminary discussions with healthcare 

professionals (HCPs) regarding clinical trials before making the final 

decision about whether to enroll in a specific clinical trial or not. 

These discussions set the stage for patients’ understanding of and 

receptivity toward a clinical trial, yet little research has been done on 

conversations earlier in the enrollment process, before the moment 

of establishing full informed consent for a particular trial. 

The analysis of the 36 in-office dialogues identifies conversational 

factors that may influence patients’ decisions regarding whether to 

move forward with clinical trial enrollment or not. 

Methods

Audio recordings and transcripts of dialogues between physicians and 

patients were selected for analysis from Verilogue Inc.’s proprietary da-

tabase of in-office medical conversations. Verilogue is an ethnographic 

market research organization that contracts with physicians across a 

variety of specialties to record natural in-office conversations with their 

patients who agree to participate in the research by providing verbal 

and written consent. Recordings are made on a digital recording de-

vice or a smartphone application and are uploaded to a secure server 

where they are scrubbed of all identifiable information, in accordance 

with the Health Insurance Portability and Accountability Act of 1996 

(HIPAA) privacy rule. De-identified recordings are transcribed and 

stored in Verilogue’s database, which currently contains over 100,000 

recordings dating from 2006 to 2017. This research consists of analysis 

of dialogues that already existed in the database prior to commence-

ment of the research, so physicians and patients were not made aware 

that the focus of the research was clinical trial recruitment, and partici-

pants were not instructed to discuss clinical studies.

Dialogues considered for inclusion in this research were limited 

to those in which the participants were English-speaking adults (18 

years of age or older). Keyword searches were used to identify poten-

tially relevant dialogues out of the database. Thirty six dialogues were 

selected for analysis based on their relevance to the topics being 

explored (see Table 2 on facing page). The sample size is acceptable 

for qualitative analysis of highly structured cultural practices such as 

medical consultations.17,18,19 Thirty six unique patients participated, and 

a caregiver was present in 16 dialogues. 

All dialogues in the sample included a physician-initiated discus-

sion of a clinical trial as a treatment option for the patient. This re-

search sample included discussions along a range of moments on the 

journey toward clinical trial enrollment, including the first mention of 

a trial as an option; to the decision to search for an available study if 

a patient is interested; to deciding whether to screen a patient once a 

possible trial has been identified; to deciding whether to enroll once 

trial eligibility has been established. A subset of 20 dialogues in the 

sample involved a patient decision about whether to move forward 

with clinical trials as a treatment option prior to determining the pa-

tient’s eligibility for the trial in question; that is, the patient agreeing 

to discuss clinical studies with the physician again at the next visit, 

or the patient agreeing to be screened for eligibility, in which case 

the physician would provide more details of the trial if the patient is 

determined to be eligible. 

Conversation analysis and discourse analysis were used to un-

derstand the relational and transactional communication dynamics, 

rhetorical styles, and the presentation of treatment options includ-

ing clinical trials, in order to identify conversational factors that may 

impact a patient’s decision to move forward with the steps toward 

clinical trial enrollment, or not.

Content analysis

How physicians conversationally prioritize clinical trials relative to 

other treatment options can influence a patient’s acceptance or non-

acceptance of a trial offer. When physicians deprioritize clinical studies 

through topic placement and quantity of information, patients may 

choose not to participate.

Topic placement. Previous research14,16 has found that topic 

placement and the sequencing of information are important when 

Research has found that physicians 

having the clinical trial conversation 

alone is not enough—the quality 

of the conversation that occurs 

is essential to building patients’ 

understanding of clinical trials 

as a treatment option.

Gender

Male 14 (78%)

Female 4 (22%)

Average Experience 17.5 years in practice

Speciality

Gastroenterologist 2

Hematologist/Oncologist 2

Neurologist 1

Oncologist 11

Rheumatologist 1

Surgeon 1

Conversation Starters

Source: Walter

Table 1. The breakdown of physicians (n=18) who 

recorded in-office dialogues as part of the study. 
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physicians present clinical trials as one of multiple treatment options 

to patients. Topic placement can be used as a persuasive strategy in 

medical encounters, in that the strategic structuring of information 

results in the conversational focus being placed on whichever treat-

ment option is discussed last by the physician. The present study has 

found that, in dialogues where the patient expressed a desire not 

to move forward with considering a clinical trial, discussion of other 

treatment options was placed after the clinical trial was mentioned, 

thus deprioritizing trials as a topic for discussion. Conversely, clinical 

trials were often discussed last in a series of treatment options in the 

discussions where patients did choose to move forward with consid-

ering a clinical trial. 

It is likely that physicians do not realize the impact that topic 

placement has during the in-office discussion of treatment options.16 

Greater awareness may help physicians structure their conversations 

with patients more deliberately. If a physician believes for medical 

reasons that a patient should consider participating in a clinical trial, 

then placing clinical studies last within the discussion of various 

treatment options can facilitate that conversation. However, this has 

been described as potentially an exercise of undue influence in the 

clinical trials discussion,16 so it may be beneficial for the physician 

also to tell the patient explicitly at this point in the conversation that 

joining the trial is his or her recommendation and why. This would 

ensure that the physician’s position is clearly communicated and not 

just subtly communicated,14 and the patient can take this information 

into account during the treatment selection process.

Quantity of information. The amount of time that physicians 

have in-office with their patients is limited: the average length of 

a dialogue in Verilogue’s database is only nine minutes. Therefore, 

the amount of information that can be exchanged is also limited. By 

providing more information around certain treatment options over 

others, physicians demonstrate their priorities within the conversa-

tion. Previous studies11,14 of conversations later in the patient journey 

toward a clinical trial have found that more information is provided 

around clinical trials than standard treatment options, and that provi-

sion of more information is associated with increased patient accrual 

to a trial. The present study of conversations earlier in the patient 

journey shows that physicians often discuss fewer topics around 

clinical trials and cover those topics with less specificity than other 

treatment options, in spite of the complexity of clinical trials and the 

importance of helping the patient understand them in order to estab-

lish informed consent.

In many cases within this sample, the only details that physicians 

provide around a clinical trial are the geographic location in which it 

would be administered and by what physician, with a focus on the 

logistics and potential burden of transportation. However, when ap-

proved treatment options are discussed in the same conversation, 

physicians provide much more detail, such as efficacy, mechanism 

of action, route of administration, and side effects, in addition to 

cost and logistics. To a certain extent, this discrepancy may be dif-

ficult to avoid at an early point in the patient journey, because these 

conversations occur before a specific trial has been identified for 

discussion, so the details are unknown. Moreover, the HCPs who 

have these initial conversations with patients often are not directly 

involved in conducting the trial, so they may not be familiar enough 

with the details to provide that information to patients. However, 

physicians do not point out this fact to patients and only inconsis-

tently let them know where further information will be available 

Topic placement can be a 

persuasive strategy in medical 

encounters, in that the strategic 

structuring of information results 

in the conversational focus being 

placed on the treatment option 

discussed last by the physician.

Gender

Male 20 (56%)

Female 16 (44%)

Average Experience 62 years (Range: 33-88)

Disease

Gastroenterology Hepatitis C 6

Hematology Hemophilia A 1

Neurology
Mild Cognitive 

Impairment
1

Oncology Breast Cancer 1

Colorectal Cancer 2

Lymphoma 2

Melanoma 4

Lung Cancer 10

Ovarian Cancer 1

Pancreatic Cancer 2

Renal Cell Carcinoma 3

Soft Tissue Sarcoma 1

Rheumatology Fibromyalgia 1

Psoriatic Arthritis 1

Patient Voices: Sample Size

Source: Walter

Table 2. The patient demographic and disease information 

of those analyzed (n=36).
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should the patient choose to move forward with considering a clini-

cal trial. 

The quantity of information provided around clinical trials also has 

an impact on the potential for shared decision-making and informed 

consent. Physicians in these dialogues invite patients to be involved 

in the treatment decision and may leave the decision entirely to the 

patient. However, they do not always provide enough information 

for patients to make the best choice for themselves. By providing 

more details around other non-trial options and spending more time 

discussing standard treatments, physicians create an unbalanced 

treatment discussion and may give the patient the impression that 

the physician favors options other than the clinical trial.

The example in Table 3 demonstrates each of these strategies of 

conversationally emphasizing other treatment options over clinical 

trials in a dialogue between an oncologist, a non-Hodgkin’s lym-

phoma patient, and the patient’s caregiver. 

One possible explanation for physicians’ deprioritizing clinical tri-

als in these treatment discussions is that physicians are sensitive to 

the ethically charged nature of recruiting a patient to a clinical trial. 

The importance of informed consent has been a major topic in the 

field for several years,20 and conversational strategies that may be 

merely persuasive in other contexts have been described as coer-

cive when used to recruit a patient to a clinical trial. Various studies 

have identified conversational behaviors that physicians should 

avoid so as not to unduly influence patients to join a clinical trial,14,15,16 

so physicians are made aware of what they should not do. They of-

ten lack a practical and ethical model of what physicians can do to 

improve the clinical trial recruitment conversation.8 The truest ideals 

of informed consent and shared decision-making encourage physi-

cians to inform patients of all the risks and benefits of the appropri-

Patients may feel inadequately 

prepared to make an educated 

treatment decision if the 

physician is unwilling to provide 

a strong recommendation for 

any particular treatment option, 

including a clinical trial. 

Example 1 Analysis

i.  DR: One [option] would be a fairly 

aggressive approach. It would be possibly 

sending you for a consult to my partners, 

my colleagues at [DEIDENTIFIED] to look 

at you and talk about either clinical trials 

of new medicines... And, or potentially 

what we call stem cell transplant.

Line 1. Clinical trials are the fi rst treatment option discussed. The physician 

frames clinical trials negatively as an “aggressive approach,” which 

raises concerns given the patient’s performance status. The physician 

pauses for three seconds following the mention of a clinical trial, then 

changes the topics when the patient and caregiver do not react.

ii. CG: I’ve heard of that. [...]

Line 2. The patient’s caregiver engages on the topic of a stem cell transplant, 

which leads to an extensive (90 seconds) discussion of this option. The amount 

of information provided about the transplant and, later, Rituxan as a treatment 

option, is out of proportion to the information provided around clinical trials, which 

does not go beyond the logistics of needing to meet with another physician.

iii.  DR: But I think the thought of a, uh, clinical 

trials might, I don’t know how you feel 

about it. Medically speaking, it’s never a 

bad idea to get a second opinion to talk 

about it. Other options would be staying 

here in the community, either I proceed 

giving you some kind of maintenance 

therapy perhaps with Rituxan [...]

Line 3. The physician tentatively returns to the topic of clinical trials but hedges his 

language in the topic introduction by using “might” and then repairing his sentence 

to ask the patient’s “feelings” about an option she has not been told the details of. 

He also develops a negative frame with “never a bad idea.” Another lack of response 

around this topic from the patient and caregiver leads the physician to discuss Rituxan 

as an alternative option, instead of providing more information to help the patient make 

an informed decision about clinical trials compared to the other options on the table.

iv.  CG: Well, the clinical trial, I mean, I’m 

not against clinical trials, but to be 

honest, I mean, for what she has gone 

through in the last two to three months... 

her body has just gone through so 

much that, I mean, physically I don’t 

think she’d be able to. The Rituxan 

therapy, I think, is worth a shot.

Line 4. The caregiver echoes the physician’s negative frame (“not against clinical trials”) 

and expresses concerns about the physical toll a clinical trial might take, but she never 

clarifi es what exactly she is concerned about, whether that be the potential side effects 

of a clinical trial, which are not explained, or the physical toll of having to travel more 

often for testing and treatment, or something else entirely. The physician does not ask 

the caregiver to clarify her concerns, so he does not have an opportunity to address 

them. The MD also does not mention any potential benefi t to the patient of choosing 

a clinical trial, so treatment with Rituxan—the fi nal option discussed—is selected.

Interaction: Non-trial Treatment Emphasis

Source: Walter

Table 3. A dialogue between an oncologist, a non-Hodgkin’s lymphoma patient, and the patient’s caregiver. 
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ate available treatments, including non-treatment, in addition to 

clinical trials, in order to allow for fully informed decision-making by 

the patient. However, various practical concerns may prevent a dis-

cussion of this much detail from taking place in many cases, includ-

ing the limited amount of time physicians have to spend with each 

patient, as referenced earlier, and patients’ level of understanding 

of various medical terms and concepts, which previous research21,-22

has shown may be limited and which could further complicate or 

slow down communication.

More succinct models of ethical clinical trial recruiting conversa-

tions have been proposed, but previous studies have found that 

these are often not being put into practice.14 The present study 

confirms that none of the dialogues analyzed include a discussion 

based on proposed models. Physicians are likely aware of what they 

should not do and unsure of what they should do. Therefore, they 

may be so careful not to make too strong a recommendation for 

clinical trials that patients do not always realize they have been of-

fered a clinical trial.11  

Patients may feel inadequately prepared to make an educated 

treatment decision if the physician is unwilling to provide a strong 

recommendation for any particular treatment option, including a 

clinical trial. While the vast majority of patients report a preference 

for being given treatment options and being involved in the treat-

ment decision process, a large sector of patients also prefer to 

have their physician make a treatment recommendation based on 

his or her medical expertise.13, 23 Patients may benefit from a more 

empathetic approach from the physician, instead of an attempt at 

full impartiality. See the example in Table 4, which shows a dialogue 

between an oncologist and a newly diagnosed pancreatic cancer 

patient.

By placing clinical trials early in the discussion of treatment op-

tions, by providing less information about clinical trials than other 

options, and by declining to give a recommendation for a treatment 

option based on sound medical reasons,14,20 physicians may inadver-

tently compromise the patient’s ability to make an informed decision 

about whether to go on a trial or not, thus unduly influencing the 

patient not to participate in the study.

Conclusion and directions for future research

Increasing clinical trial awareness, enrollment, and retention is criti-

cal for the advancement of new treatments and improving patients’ 

lives. This paper set out to identify conversational factors that may 

influence a patient’s interest in and attitude toward a clinical trial, 

While improving the clinical 

communication between doctors 

and patients will not solve all of 

the problems of trial fulfillment, 

it is a critical influencer within 

a patient’s journey from 

awareness to enrollment. 

Example 2 Analysis

i.  DR: That question is, I mean, you 

know, there’s standard chemotherapy 

regimen ... and, you have, uh, what we 

call clinical trials or so, where you are 

trying out something that potentially 

is better than what we have...

Line 1. The physician offers limited details around both standard treatments and clinical 

trials, but frames the option of a clinical trial more positively than standard treatments.

ii. PT: Okay, in your honest 

opinion, what would you do?

Line 2. The patient asks repeatedly for the physician’s opinion on the treatment 

decision and implies that he would prefer not to make the decision by himself.

iii.  DR: Honestly if you can go up there, if 

they have a clinical trial that they can 

get you on that can provide a better 

outcome than I can, then I would go, but, 

I don’t know if they have a trial at this 

point in time for you where you are. [...]

Line 3. The physician softly recommends the clinical trials but strongly 

hedges his recommendation, couching it in a conditional if/then statement 

and immediately caveating his lack of certainty of trial availability.

iv.  PT: Would it be best to go the other 

route? All I can do is to leave 

it up to your opinion, um -

Lines 4-5. When the patient insists on deciding based on the 

physician’s professional opinion, the physician delays the treatment 

decision until the patient’s caregivers are present.

v.  DR: Why don’t we do this: your sisters 

are coming today, so, not make the 

decision until when they get here.

Interaction: Treatment Recommendation Emphasis

Source: Walter

Table 4. A dialogue between an oncologist and a newly diagnosed pancreatic cancer patient.
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which can have a real-world impact on the eventual decision to 

enroll. The analysis demonstrated ineffective communication strat-

egies being used by physicians when discussing clinical trials with 

patients, highlighting opportunities for improvement through com-

munication skills training founded on evidence-based communica-

tion strategies. 

The research was limited in sample size and scope, because the 

data was originally collected for other research purposes. Future 

research should investigate the longitudinal tracking of a patient’s 

clinical trial conversation from initial discussion to enrollment, in-

cluding the involvement of multiple HCPs. This research also lends 

itself to further studies on the communication between patients and 

referring physicians, as initial conversations within the exam room 

can be further optimized to increase patients’ understanding of a 

clinical trial and the probability of enrollment. 

While improving the clinical communication between doctors and 

patients will not solve all of the problems of trial fulfillment, it is a 

critical influencer within a patient’s journey from awareness to en-

rollment. An effective solution to improve patient enrollment in clini-

cal trials will most likely be multi-faceted, targeting not only aware-

ness and retention, but the communicative exchange of information 

between patient and physician. 
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The Changing Role of the CRO: 
Impact on Project Management
Volker Hack, Denise Sackner 

As more strategic partnerships emerge, demands on CROs have intensified—
resulting in the need for next-level competencies for project managers.   

M
arket trends are driving the need for the bio-

pharmaceutical industry to decrease fixed costs, 

which leads to increased outsourcing to con-

tract research organizations (CROs).1 CROs have reacted 

by forming multiple strategic alliances with the largest 

biopharma companies, but also by adopting their project 

management operating models to meet the unique needs 

of big pharma, as well as those of the smaller biotech or 

virtual organizations. In addition, CROs have invested a lot 

in data analytics systems and project management tech-

nologies or acquired companies to complement their ser-

vice portfolio to ensure they fully realize the opportunity 

and are able to offer sponsors end-to-end services.

In parallel, clinical trials have become more complex. A 

few facts are driving this trend. The number of protocol pro-

cedures increased by 57% from 2000 to 2011.2 Enrollment 

of patients is becoming more difficult, with a decrease in 

enrollment rate of 18% between 2002 and 2011, which has 

led to an increase in the number of trial sites by 58%.3 Regu-

latory agencies are requiring more data, especially on long-

term safety or special patient populations. Payers demand 

more information on how drugs/biologics perform relative 

to products already on the market, which introduces further 

price pressure. Personalized medicine, companion diagnos-

tics, adaptive design and mobile health are emerging trends 

that will continue to grow and add further trial complexity.1

Ripple effects for project management

This increased complexity places greater strategic de-

mands on CROs and project managers (PMs).4 To ensure 

operational excellence and financial profitability under 

an ever-changing and challenging clinical trial environ-

ment, the role and profile of the PM needs to continuously 

evolve5 beyond the management of the “triple constraint.” 

The competencies of the PM in the past are not those re-

quired for today (see Table 1 on page 44).

In the past, PMs adhered to a simplistic but still estab-

lished service triangle of time, cost and quality (i.e., triple 

constraint). But today that model has evolved significantly 

and PMs really need to sit in the driver’s seat, be fully ac-

countable, push innovation, provide strategic leadership 

and drive more thorough risk analysis and management, 

ultimately ensuring return of R&D investments and delivery 

of perceived customer value (see Figure 1 on page 45).

This evolution has had significant impact on PMs. For 

example, PMs need to think beyond simple risk manage-

ment practices, ensuring high-level quality and navigating 

the more demanding risk strategy described ahead while, 

at the same time, driving customer satisfaction and ROI.

With TransCelerate BioPharma Inc. and regulatory au-

thorities driving toward more quality throughout the design, 

conduct, recording, evaluation, reporting and archiving of 

clinical trials, risk assessment and management clearly will 

be an increasingly critical part of successful project manage-

ment.3 PMs need not only to understand the operational 

risks (e.g., enrollment of subjects) of a clinical study, but 

need to identify those study processes and data that are 

critical to ensure human subject protection and the reliability 

of study results. PMs need to focus on key risk indicators 

(KRIs), which are critical predictors of unfavorable events that 

can adversely impact clinical studies and to detect trends 

early. According to the draft revision of the ICH E6 guideline, 

risks should be considered at the system level (e.g., facilities, 

standard operating procedures, computerized systems, 

personnel and vendors) and clinical trial level (e.g., investi-

gational product, trial design, data collection and recording).

http://www.appliedclinicaltrialsonline.com/


44    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com June 2017

CRO/SPONSOR

In the past, PMs “only” had to manage their assigned projects 

because the outsourcing model was largely transactional. PMs were 

assigned in order to fulfill requests from clients. But now, as CROs have 

developed strategic relationships with some of the largest biopharma 

companies, PMs need to think ahead to see the bigger picture of the 

drug development plan and create new opportunities for the CRO 

and its clients.3 PMs must look at the entire lifecycle of a study—and 

beyond—to find opportunities to reduce cost and speed up timelines, 

while ensuring the highest possible quality.

Traditionally, PMs spent much of their time looking for information. 

However, with the implementation of sophisticated data analytics 

tools, this data is now available at their fingertips. PMs need to get their 

arms around them and provide data analysis proficiency, turning data 

into information in order to enable faster decision-making and proac-

tive identification of trends and emerging risks.

Managing yourself and your team

PMs used to work with “gold standards,” but now need to be flexible 

and open to constant change, while always striving for better solutions. 

CROs are not only looking for project management-certified PMs (e.g., 

Project Management Institute), but also for PMs who are proficient in 

process improvement methodologies like lean Six Sigma to identify 

areas of waste in processes and projects.6 As PMs become more 

adaptable, they also need to overcome resistance to change in team 

members by leveraging their project management skills. Hence, pure 

project management skills, like planning and analysis, will need to be 

combined with change management abilities in order to achieve proj-

ect success.

Good communication always has been a core behavior for PMs in 

order to effectively collaborate with individuals at all levels.2 Today, 

however, PMs need to inspire a shared vision and empower their teams 

to achieve full engagement.

PMs also need to be able to see the “big picture,” be fully aligned 

with their customer’s goals and objectives and understand how their 

decisions may significantly impact the customer’s overall development 

plan. This will help them to successfully manage scope, risks and their 

project team.

In the past, there was an emphasis on the technical components of 

project management (e.g., developing a project plan, using scheduling 

software, etc.). Today, there is a much broader emphasis on softer skills 

(e.g., leadership, negotiation skills, etc.), the team dynamic components 

and the relationship pieces, which are really critical for the success of 

any PM.5

As projects became more complex, the size of the teams also has 

increased. For the PM, this means a larger team of specialists to man-

age, more departments and vendors to coordinate and more stake-

holders to be accountable to.  

More often, PMs may be working remotely from a home-based loca-

tion or certainly in a location that isn’t comprised of the entire team. PMs 

need to be able to leverage their communication and other soft skills to 

effectively manage a globally diverse team. PMs will need to be good 

self-managers in addition to possessing the ability to successfully facili-

Project managers need to think 

beyond simple risk management 

practices, ensuring high-level 

quality and navigating more 

demanding risk strategy while, 

at the same time, driving 

customer satisfaction and ROI.

PAST PRESENT

Provide service/project manage Provide solutions and ownership, be in the driver’s seat, serve as project leader

Reactive/fi refi ghting Proactive risk identifi cation and management

Pull data Manage and pinpoint the outliers within immense volume of information; data analysis profi ciency

Work with “gold standard”; follow 

defi ned processes; avoid change

Innovate; manage signifi cant change, be a change agent; lean Six Sigma certifi ed, 

adaptability, fl exibility

Complete activities on time
Strategic leadership, knowing your stakeholders, reconciling different views and focusing 

stakeholders on the project’s vision; be the “CEO” of the project

Manage opportunity Create new opportunities

Communicate Inspire to get full engagement from cross-functional team and align with customer goals

Manage small team of functional 

leads

Lead large internal teams, integrate multiple external vendors; manage customers across 

dynamic development teams

Evolving Expectations

Source: Hack

Table 1. How the expectations of project managers have changed over time. 
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tate conditions, a trait that encourages 

team interaction and connection.

As illustrated in Table 1, a successful 

PM today and in the future will need to 

be able to balance the hard and soft 

skills while having the ability to process 

complex information and embrace 

change.

The path forward

To maximize return on R&D invest-

ments, strengthen market position 

and maximize efficiencies, CROs and 

their PMs should be involved as early 

as possible in the product lifecycle 

management to align expectations 

and fully understand the goals and 

objectives of their partner sponsor’s 

development plan. In addition, PMs 

will need to use leading-edge tech-

nologies like risk-based monitoring 

and data analytic platforms and tools. 

And they will need to continuously 

improve standard processes and es-

tablish other innovative approaches 

to bring business value, realize cost 

reductions and ensure shorter clinical 

development cycles.

Clearly, major change is ongoing in 

the biopharma industry that is driving 

CROs to become more innovative. That 

has had a significant impact on project management and the evolution 

of the PM profile. Managing increased complexity while taking on more 

project leadership continues to be a top priority for PMs. Not only do 

they need to embrace it, they need to help their teams embrace it. This 

will ensure CROs stay at the forefront of innovation—to bend the cost 

and time curve of drug discovery and development and, thus, enabling 

clients to get life-changing therapies to patients faster with higher re-

turn on their R&D investments.
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Managing increased complexity 

while taking on more project 

leadership continues to be a top 

priority for project managers. 

Not only do they need to 

embrace it, they need to help 

their teams embrace it. 

 Multilayered Model

Source: Hack

Figure 1. The service triangle has evolved beyond the “triple constraint.”
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An Economic Evaluation 
of Clinical Homecare
Helena Baker, Matimba Swana

Examining the cost and patient recruitment and retention benefits 
of bringing clinical research procedures to the subject’s home. 

N
ew technologies, social media and developments 

in the clinical trial process have made it possible 

for subjects to influence the way a study is con-

ducted, leading to changes in patient care and in the 

traditional clinical study process.1 While developing the 

protocol for a clinical trial, it is important to understand 

the subject’s lifestyle.1 More and more trials are consid-

ering new methods that allow the subject to incorporate 

a clinical trial into their day-to-day life. One method 

includes bringing clinical research procedures to the 

subject, rather than the traditional method that dictates 

the subject goes to the investigative site. 

A wide range of healthcare services can be performed 

in the patient’s home by a medical professional—usually a 

nurse. A nurse is able to visit a subject during a clinical trial 

and conduct aspects of the study in the home, leading to 

a more community-based clinical trial model. The offer of 

home visits to undertake some of the study procedures 

allows the subject to maintain his or her current lifestyle as 

much as possible. 

Some benefits of homecare in a healthcare setting in-

clude reduction in the frequency of outpatient visits, quicker 

patient discharge, involving patients in their own care and 

reduced risk of cross-infection in certain patient groups.2,3 

Increased support, chronic-disease management and pa-

tient-centric services are important factors in improving 

quality of life of those affected by long-term conditions.4 

There is increasing evidence to suggest taking clinical 

trials to the patient’s home can improve standard of care, 

patient recruitment, patient retention and, in some cases, 

decrease costs. This article will look at evidence from pa-

tient care and clinical trials, and evaluate if homecare can 

be a driver of cost savings in a clinical study.

Financial advantages

Chataway et al. (2006) compared, from the patient’s 

perspective, the delivery of intravenous steroids to 

multiple sclerosis patients in a home and an outpatient 

setting. The outpatient group were patients that at-

tended the hospital for treatment without staying over-

night. Comparatively, the home group took a supply of 

the drug home, where a trained home healthcare nurse 

visited the patient to administer the therapy. These 

patients were experiencing a disease relapse and re-

quired three days of IV steroids in order to control their 

condition.6 This study looked at the economic impact of 

treating the patient in the home compared to the hospi-

tal outpatient setting and demonstrated clear economic 

benefits to homecare.6 Home administration was found 

to be the same or significantly cheaper than outpatient 

administration.6 Coordination of care (defined as pa-

tient’s experience of relapse management, e.g., comfort 

of setting treated and convenience of treatment) was 

significantly higher in the homecare group versus the 

outpatient group; other clinical outcomes, including ad-

ministration of steroids, were equally safe and effective 

in both groups.6

A wide range of healthcare 

services can be performed 

in the patient’s home by 

a medical professional.
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Patel et al. (2015) assessed the efficiency and cost-effectiveness 

of hospital versus home-based therapy with oral amoxicillin for se-

vere pneumonia in children in developing countries. The study con-

cluded that the cost of hospital treatment compared to home-based 

therapy was significantly higher, a finding consistent with the recent 

World Health Organization (WHO) simplified guidelines that state the 

effectiveness of managing pneumonia in a home setting.5

Safety and clinical effectiveness

Bowrey et al. (2015) reported on the value of home enteral feeding 

in selected subjects after oesophagectomy or total gastrectomy for 

cancer. This was found to be feasible, safe, could confer nutritional 

benefits, and was acceptable to subjects and their caregivers.7 Ad-

ditional healthcare costs associated with homecare in this instance 

appeared to be neutralized by reduced healthcare costs in other 

areas.7 Therefore, suggesting homecare during a clinical trial is cost 

neutral.

The patient dropout rates in longitudinal studies can introduce 

bias, facilitating subjects returning for follow-up visits and leading 

to underestimating the number of participants with complications: 

worse functional outcomes or mortality, e.g., major cardiac or 

neurologic morbidity and mortality, neurocognitive dysfunction, or 

functional decline.8 The option of having a homecare visit during a 

trial means study complications are more likely to be counted.8 Pe-

terson et al. (2012) found 11 additional complications in the homecare 

group compared to the routine follow-up group. The availability of 

homecare allowed the inclusion of the complications sustained by 

these participants in the study results. It is important to note the 

number of homecare visits required 

increased for participants over age 

75, and patient retention rates were 

higher in the homecare group. Hence, 

these could be contributing factors 

that lead to increased complications 

being picked up in this group.8 After 

hospitalization, geriatric patients ben-

efit from home visits.9

Buurman et al (2016) found that, 

although homecare had no significant 

difference on activities of daily life, it 

did decrease mortality at one and six 

months in geriatric patients after hos-

pitalization. Homecare can increase 

safety during the vulnerable period 

after hospital discharge, although fur-

ther studies are needed.9,10

When considering homecare clini-

cal trials, it is also important to con-

sider the safety of the nurse in the 

subject’s home. To prevent hazards, 

the nurse can conduct a full risk as-

sessment during their first visit to the 

subject.11 In order to ensure patient 

safety in homecare visits, it is vital to train homecare nurses on the 

study protocol and adverse events as well as to debrief patients 

on the homecare visit process.11 Robust training on the therapeutic 

area, the procedures to be undertaken and a risk assessment to 

ascertain the appropriateness of homecare for the particular visit/

study/disease area all help to ensure that home visits invite no 

greater risk than hospital visits.11

Non-economical beneficial factors

Molassiotis et al. (2009) observed a significant improvement in 

various clinical parameters as well as reduced service utilization 

(including the number of in-patient days) in patients with cancer re-

ceiving oral chemotherapy when a homecare nursing program was 

Home Field Advantage? 

Source: Medical Research Network, Case History 2 – Recruitment (2015)

Figure 1. Recruitment comparison for those sites in an oncology study that utilized home 

trial support (HTS).
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Robust training on the therapeutic 

area, the procedures to be 

undertaken and a risk assessment 

to ascertain the appropriateness of 

homecare for the particular visit/

study/disease area all help to 

ensure that home visits invite no 

greater risk than hospital visits.
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implemented. Managing the symp-

toms at home and nurse-patient re-

lationships could contribute to these 

improvements.12

Chronic obstructive pulmonary 

disease (COPD) is a common cause 

of illness and death in many coun-

tries.13 Mendes de Oliveira et al. (2010) 

demonstrated the effectiveness of 

a home-based self-monitoring pul-

monary rehabilitation (PR) program 

(multidisciplinary intervention to care 

for COPD patients) to be the same 

as out-patient PR and a valid alterna-

tive for the management of COPD 

patients. Dropout rates dramatically 

decreased in the homecare group 

compared to the out-patient group; 

this is likely due to the fact that car-

rying out PR at home is logistically 

easier than traveling to the clinic 

multiple times a week.13 Therefore, 

home-based treatment increases the 

geographical reach of subjects and 

provides trials greater access to pa-

tients who would otherwise be un-

able to participate in a study.13

Patient recruitment 

and retention rates

Homecare allows the conduct of clini-

cal trial visits in the subject’s home, 

decreasing the need to travel to the 

site. This reduces the burden on pa-

tients and the sites, directly increas-

ing patient recruitment and retention.

In a longitudinal randomized con-

trolled study, Peterson et al. (2012) 

found 25% of participants required 

home visits, which led to a 4% over-

all dropout rate. Geriatric par tici-

pants—those with a high medical 

burden and those with a large num-

ber of complications—have a greater 

risk of dropping out of trials.8 Factors 

that increase retention when using 

homecare include:

• Informing participants of study re-

quirements and ensuring they understand what is required during 

a home visit

• Study staff should strive to develop positive relationships with 

participants

• Refusal of one follow-up does not equate to a dropout

• Making homecare an option to participants at risk of leaving the 

study, especially when assessing final study complications8

A sponsor used homecare during an oncology study requiring 

routine blood sampling from 63 subjects across six UK sites, every 

two weeks for two years.14 (see Figure 1 on page 47). Visits alter-

Satisfaction Scores 

Source: Medical Research Network, Case History 3 – Retention (2015) 

Figure 2. The average response ratings for homecare experience in the 57-patient trial. 

Overall satisfaction

Quality of care

Feeling of safety

Cost (to you)

Convenience

0.0 1.0 2.0 3.0 4.0 5.0 6.0 7.0 8.0 9.0 10.0

Response Average Rating 1-10

Participation Driver

Source: Medical Research Network, Case History 3 – Retention (2015) 

Figure 3. Patient post-trial assessments on the importance of homecare visits. 

How important was homecare to your

participation in the trial? 

Very important 8 Very important 10Not important 5 Not important 4

Somewhat 

important 2Somewhat 

important 3
Quite

important 4
Quite

important 4

How important was homecare to your

continuation in the trial? 
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nated between hospital, outpatient and homecare.14 Five out of six 

sites utilized homecare; those sites increased patient recruitment 

by 63%, with a retention rate of over 98% (only one patient dropped 

out, due to pregnancy).14

Another sponsor used homecare in a long-term complex oncol-

ogy study, which required compounding within 24 hours of drug 

administration for 57 patients across three UK sites.15 Subjects 

received infusions every two weeks for an average of three years. 

alternating between homecare and inpatient administration.15 The 

study achieved a patient retention rate of 98%, with only one patient 

withdrawing.15 The post-trial patient assessment yielded the positive 

outcomes outlined in Figures 2 and 3 on facing page.15

Conclusion

Providing clinical homecare nursing visits at more than just the tra-

ditional homecare level has economic benefits for clinical studies. 

This article illustrates how clinical homecare can directly affect cost, 

for example, by bringing the trial to the patient instead of the pa-

tient travelling to the study site. Allowing patients to have access to 

homecare during clinical studies is beneficial to the patient, site and 

sponsor. Depending on the intensity of the approach, a combination 

of homecare and outpatient visits can increase standard of care, 

improve compliance, decrease costs and boost patient recruitment 

and retention.
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Depending on the intensity of 

the approach, a combination 

of homecare and outpatient 

visits can increase standard 

of care, improve compliance, 

decrease costs and boost patient 

recruitment and retention.
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A CLOSING THOUGHT

(1) It is always about relationships. No matter 

how hard we try to drive speed and efficiency with new 

technology solutions and process improvements, or 

how tightly we manage study timelines, success always 

rests with the quality and caliber of our relationships. 

The time and care that we take to build expectations 

and solidify as a team; to establish alignment; to clearly 

delineate roles and responsibilities; to convey respect 

and establish trust; to invite and accommodate timely 

input; to give partners the support and room that they 

need to excel—time and time again these are the char-

acteristics that define successful clinical performance. 

Research from a wide variety of sources has shown 

that there are a number of essential relationships that 

are neglected and often dysfunctional. Sponsor-con-

tract research organization and sponsor/CRO-inves-

tigative site relationships are two such areas. Recent 

attention on improving the relationship between clinical 

research professionals and patients/advocacy groups/

the public/healthcare providers/payers—and impas-

sioned efforts to drive higher levels of engagement  

with these communities—will go far in helping the clini-

cal research enterprise to achieve success in the future.

(2) Investment in execution is as important 

as investment in strategy. We are an industry com-

prised of very bright and capable people. More often 

than not we devote substantial time and resources 

to plan and articulate strategy, only to under-invest 

in executing on that strategy. New technology tools 

and outsourcing models are but two examples of well-

intentioned strategies that are not historically supported 

by consistent and well-integrated implementation. High 

levels of fragmentation within major and mid-sized 

sponsors and the difficulty juggling both legacy and new 

programs simultaneously contribute to poor execution. 

A few companies are seeing faster adoption of innova-

tive technologies and better performance by devoting 

far greater time and attention to mapping out detailed 

implementation plans, facilitating upfront buy-in across 

functions and expecting more consistent practices.

(3) We must strive for the highest levels of 

transparency and disclosure. Clinical research 

stakeholders readily agree that transparency and dis-

closure are the critical building blocks of trusting and 

lasting relationships. Moving forward, we must commit 

ourselves to improving transparency and disclosure 

and to raising our standards as high as possible. This 

includes not only increasing the amount of and access 

to data, but also to providing it in languages and termi-

nology that can be best understood by all communities.

Industry-wide behaviors often belie our general 

agreement with this axiom. To cite a couple of exam-

ples: operating and financial data often is not shared be-

tween sponsors, CROs and sites, and public and private 

sector conflicts-of-interests are not consistently and, in 

some cases, adequately disclosed.

 (4) Balance must be struck between scien-

tific excellence and feasible execution. Scholarly 

research has consistently shown that scientific and 

logistical complexity is inversely related to high perfor-

mance and efficiency. As drug development programs 

have become more complex, so too have they become 

costlier, riskier and longer in duration. Partners in any 

relationship succeed when their contribution is feasible 

and achievable. For our study volunteers, feasibility 

includes not only access to clinical trials but also con-

venience and comfort. Today’s study designs have the 

highest relative number of procedures and eligibility cri-

teria on record, and our operating models often involve 

complex and fragmented, poorly coordinated global 

teams of internal and contract service personnel. Time 

will be well spent challenging great drug development 

science at the outset so that it can be feasibly executed 

and all partners can succeed in supporting it. 

Best wishes and congratulations to ACT on its 25th 

birthday. Here’s to the next 25!  

H
appy 25th birthday Applied Clinical Trials! There is much to celebrate given ACT’s active, 

extensive and insider coverage of a clinical research enterprise that has been remarkably 

productive in delivering important medical therapies while juggling high levels of inefficiency, 

development risk, and growing demand for capacity and expertise. I have had the privilege of being 

a subscriber and a contributing author and columnist to ACT for nearly the entire magazine’s history. 

During that period, the majority of operating conditions can be explained by four axioms that should 

serve as important insights into clinical trial operating success in the next quarter century.

Four Axioms that will Always Explain 
Successful Clinical Performance

Time will be well spent 

challenging great drug 

development science 

at the outset so that 

it can be feasibly 

executed and all 

partners can succeed 

in supporting it.  

Ken Getz

Director of Sponsored 

Research, Tufts CSDD, 

and Chairman, CISCRP
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