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From the Editor

That might be harsh and of course 

no one is suggesting that drug safety 

isn’t paramount. However, for certain 

drugs that have gone in front of FDA 

advisory panels of late, there has been 

much to say about safety, REMS, and 

the overall concerns of what to expect 

once a drug is approved for use in the 

larger population. For sponsors and 

CROs looking to gain insight on how to 

plan future trials from those that have 

recently gone before FDA advisory 

panels may be difficult.

For example, in August, Jazz 

Pharmaceuticals had an FDA advisory 

panel meeting about its proposed 

fibromyalgia drug tentatively named 

Rekinla. The drug is already approved 

for the treatment of narcolepsy 

under the name Xyrem, which has a 

substantial REMS. The concern for 

the panel was the high potential for 

abuse in the larger fibromyalgia vs. 

narcolepsy population as the active 

ingredient in the drug is GHB, or the 

“date rape” drug. 

From a live blog posting on the 

FDA meeting by Adam Feuerstein at 

TheStreet.com, readers learned that 

many of the advisory panel members 

were very concerned with what they 

viewed as the lack of long-term efficacy 

and safety data, the two brand names 

for the drugs, suggestions for one 

REMS program to accommodate 

both, and the aforementioned abuse 

potential. The advisory panel voted 

against, 20-2. 

For Vivus Pharmaceuticals’ obesity 

drug Qnexa, concerns over increased 

heart rates were central to the 

negative vote. Vivus had submitted 

one-year data, and the panel clearly 

desired longer-term safety data. It 

will resubmit two-year data this year, 

but the company was the first of three 

submitting obesity drugs to the FDA 

this year and has lost the battle to 

market.

In September, the second obesity 

drug, from Arena Pharmaceuticals, 

was voted down based on concerns of 

tumors in the preclinical animal data. 

No tumors were detected in the human 

trials, and the company suggested 

the substantially lower doses given 

to humans as the reason. However, 

panel members were “spooked” by the 

cancer risk. 

Clearly, certain drugs are 

automatically going to wave safety or 

abuse flags and need a REMS. Other 

drugs are floundering with costly 

what-if scenarios from their makers on 

how best to prepare for FDA approval. 

For sponsors and CROs today, the 

challenge of getting the safety just 

right is paramount.

T
he lead feature in this month’s issue, “Is it Safe To Outsource 

Safety?” comes at a very relevant time in the current climate 

of drug development. In the most recent months, Avandia was 

put in front of an FDA Advisory Panel and a very prominent public 

spotlight for safety issues around cardiovascular risks allegedly caused 

by the drug. In its decision to recommend additional warnings and 

restrictions on Avandia’s use, rather than a withdrawal, the advisory 

panel created a controversy that continues at press time as the 

FDA has not made its final decision on Avandia. However, industry 

watchers have noted a regulatory environment obsessed with safety, 

and comments that aspirin wouldn’t get approved today. 

Recent drugs 
have come before 
FDA advisory 
panels with vetoes 
primarily based on 
safety concerns. 

Safety is Tricky and Getting Trickier
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Letters to the Editor

government lobbying 

have driven the swift 

development of the Indian 

clinical trials sector. 

Perhaps China could learn 

from India on this point. 

Nermeen Varawalla, MD 

Founder and CEO, 

ECCRO

Correction
Last month, we published “Dis-

cord Between BICR Readers” 

in the Central Labs East supple-

ment. Because of a lack of 

editorial stringency, the article 

contained numerous inaccura-

cies. We regret this error and 

encourage readers to access 

the correct article online and in 

print in the November issue.

the United States. India 

has a long way to go before 

it approaches the activity 

of established countries.

Lengthy regulatory 

approval, data quality 

concerns, and variability 

in CRO expertise are cited 

as the key challenges in 

Asia. A Phase II-IV clinical 

trial in India, could receive 

regulatory approval within 

eight weeks; however, this 

could extend to over four 

months in other cases. The 

Drugs Controller General 

of India has numerous 

initiatives to streamline 

regulatory processes, but 

it is premature to deem 

these close to those of 

established countries. 

Although satisfying that 

some sponsors perceive 

data quality to no longer 

be a concern in India, a 

broader sampling would 

highlight the variability in 

data quality depending on 

site and CRO selection. 

Implementing global 

standard operating practices 

(SOPs) in emerging 

clinical trial environments 

remains difficult. CROs 

with SOPs adapted to local 

environments, that have an 

understanding of industry-

leading practices, and 

possess local knowledge 

and relationships, are best 

able to consistently deliver 

quality data. 

CROs who have 

invested in training, 

site infrastructure, and 

Clinical grant expenditures 

represent a major portion of 

the budget for later phase 

clinical trials. Although not 

the ultimate reason for pick-

ing a site or region to conduct 

clinical trials, the relative 

cost of conducting a clinical 

trial can play an important 

role in the decision. 

TTC provides annual current 

global data on the relative costs 

of clinical grants around the 

world using data pulled from 

the GrantPlan® database. The 

sponsor company and CRO 

subscribers to this database 

conduct over 76 percent of all 

commercial clinical trials. 

This year, the data shows 

that the United States remains 

the most expensive country for 

clinical grants, often by a large 

margin, followed by the United 

Kingdom. Newer geographies 

such as Eastern Europe, Latin 

India: an Established 
Market?
In “Asia Pac Grows with 

China Focus” (Applied 

Clinical Trials, September 

2010), Lisa Henderson 

describes India as an 

established clinical trial 

geography. Although 

flattering, the classification 

of India as established is 

premature. The number 

of trials that include India 

registered on clinicaltrials.

gov has increased by 15 

percent in six months from 

1,191 in February 2010 

to 1,366, representing 

one of the world’s fastest 

growth rates. But this 

represents only 1.5 percent 

of worldwide trials as 

compared to 52 percent for 

America, and Asia are dis-

tinctly less expensive for clini-

cal research. 

While less expensive, 

these areas show more rapid 

increases in clinical research 

spending than in North 

America or Europe. The United 

States and Western Europe 

(excluding the United King-

dom) have been averaging 3 

percent to 4 percent annual 

increases. In contrast, clinical 

grants in the new geographies 

are increasing at rates over 14 

percent.—TTC (for more infor-

mation, please contact help@

ttc-llc.com).

Mean Costs per Subject in Phase II-III Trials
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Clinical grant costs are increasing faster in new geographies compared to the 
established markets.

Clinical Grants Expenditures are on the Rise Throughout the World
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Phase News

Phase III
• Transdel Pharmaceuticals 

announced positive Phase III data 

for Ketotransdel® (TDLP-110), 

a transdermal non-steroidal anti-

inflammatory drug. The Phase 

III study of the cream showed 

statistically greater reductions in 

pain for acute soft tissue injuries.  

Clinicaltrials.gov identifier: 

NCT00765700.

• Interim analysis for MoxDuo IR 

in a pivotal Phase III shows the 

sample size of 140 patients is 

statistically powerful and does 

not require further enrollments. 

This comparative study is being 

conducted in 10 US-based centers, 

evaluating analgesic efficacy and 

tolerability of a flexible dose regimen 

(12 mg/8 mg) versus a fixed low 

dose (3 mg/2 mg) of MoxDuo 

IR in patients with moderate to 

severe pain following total knee 

replacement surgery. Clinicaltrials.

gov identifier: NCT01055015.

• Cumberland Pharmaceuticals 

published new data supporting the 

safety and efficacy of Caldolor® 

(ibuprofen) Injection in pre- and 

post-operative orthopedic surgery 

patients. The study concluded that 

IV ibuprofen significantly decreased 

pain and morphine use when 

compared with placebo. This multi-

center, randomized, double-blind 

placebo-controlled trial evaluated 

185 adults undergoing orthopedic 

surgery at eight hospitals. Subjects 

were randomized to receive either 

800 mg IV ibuprofen or placebo every 

six hours, and pain was measured 

through patient self-assessment in 

the immediate post-operative period 

through hour 28 of the study. All 

patients had access to intravenous 

morphine. The study met its primary 

endpoint; patients who received 

IV ibuprofen reported a 26 percent 

reduction 

in pain with 

movement. 

The study met 

its secondary 

endpoints, pain 

assessed during 

rest was reduced 

by 32 percent 

in patients 

receiving IV 

ibuprofen. These 

patients used 

nearly 31 percent  

less morphine 

than those who 

received placebo. 

Clinicaltrials.

gov identifier: 

NCT00470600.

Submissions
• The FDA’s Anesthetic and Life 

Support Drugs Advisory Committee 

voted in favor of expanding the pain 

indications for Eli Lilly’s Cymbalta® 

(duloxetine HCl) to a broader pain 

population. The committee reviewed 

efficacy and safety data from three 

new Cymbalta studies in chronic low 

back pain and two new studies in 

chronic pain due to osteoarthritis of 

the knee, along with overall safety 

data for the medication. Cymbalta 

is approved for management of 

diabetic peripheral neuropathic 

pain and fibromyalgia in the areas 

of pain, and is also approved for 

other indications. In split votes, the 

advisory committee was supportive 

of the adequacy of evidence for 

efficacy in chronic low back pain 

based on two positive studies, but 

not chronic pain due to osteoarthritis 

based on a single positive study. 

The committee also voted that 

there was insufficient evidence of 

significant additional efficacy of 120 

mg compared with 60 mg in these 

conditions. The committee voted 

positively regarding the overall 

safety profile of Cymbalta. 

• In July, the advisory committees 

for Anesthetic and Life Support 

Drugs and Drug Safety and Risk 

Management voted against the 

FDA’s proposed classwide REMS 

for extended-release and long-acting 

opioid analgesics. According to Jill 

Wechsler’s View from Washington 

column (September 2010, Applied 

Clinical Trials). “the practitioners 

and academics on the panels said that 

FDA’s plan was too weak and unlikely 

to do much to stop unsafe use of 

potentially dangerous products...” 

PAIN DRUGS: A DIVERSE FIELD

Source: Based on data published in PhRMA’s “Medicines in 
Development for Neurological Disorders,” 2008.

Phase I-III drugs address breakthrough, cancer, post-
operative, neuropathic pain, and many more.
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Editor’s Note: Applied Clinical 

Trials will next report on pain in 

the August 2011 issue. The new 

section entitled Therapeutic 

Corner, will focus on specific 

clinical trial needs for pain trials. 

Please send your information, 

news, or ideas to lhenderson@

advanstar.com.

Pain Medications in Development
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Global News

T
he new European Union direc-

tive on pharmacovigilance is 

likely to be fully implemented 

by late 2010 or early 2011, and 

expectations that it will help to con-

tribute to a much improved climate for 

drug safety appear to be growing.

Several serious public health disas-

ters—from thalidomide in the 1960s 

to the recall of rofecoxib (Vioxx) 

in 2004—have provided reminders 

that effective pharmacovigilance is 

vital for protecting the public. These 

events have led to a protracted dis-

cussion of how best to revise the 

regulations, and the process is now 

approaching completion.

Pharmacists and pa-

tient groups seem happy 

with the likely outcome. 

They welcomed the new 

directive at an event held 

on September 15, 2010 at 

the European Parliament. 

In a statement, they said 

that it is an opportunity 

for pharmacists and patients to work 

more effectively together to improve 

medication safety.

The meeting was organized jointly 

by the Pharmaceutical Group of the 

EU (PGEU) and the European Pa-

tients’ Forum (EPF) and sponsored 

by the pharmacovigilance rapporteur, 

Linda McAvan, a member of the Euro-

pean Parliament.

The new directive proposes a stron-

ger reporting framework for pharma-

cists and health professionals, and intro-

duces direct reporting by patients. The 

data gathered from such reports will be 

used to monitor risks posed by medi-

cines once they have been approved and 

become available to patients.

Three-quarters of medicines are 

prescribed and dispensed in primary 

care, and pharmacists often come into 

contact with groups who do not take 

part extensively in clinical trials (e.g., 

children, the elderly, and those taking 

a number of medicines simultane-

ously), according to PGEU President 

Filip Babylon. Therefore, pharmacists 

have a key role in reporting adverse 

drug reactions (ADRs) and helping pa-

tients to understand their importance.

“We welcome the proposals regard-

ing direct patient reporting and giving 

patients wider access to safety data, 

as this contributes to patients’ empow-

erment and greater patient safety,” 

said EPF President Anders Olauson. 

“These efforts should be seen as inte-

gral to the wider EU debate on patient 

empowerment and health literacy, with 

the aim of enhancing the safety and 

quality of care for all patients.” 

The PGEU represents community 

pharmacists, while the EPF is the um-

brella group of European patient orga-

nizations active in the field of European 

public health and health advocacy.

McAvan estimated that 5 percent of 

hospital admissions are due to ADRs. 

She supported an EU-wide system 

that allows creation of a wider pool of 

knowledge on ADRs that can detect 

patterns earlier and avoid duplication. 

Nevertheless, she emphasized that 

ADRs must be reported more quickly, 

particularly by member states (about 

half of member states report late com-

pared to 5 percent of pharmaceutical 

companies). She noted that transpar-

ency is the key, and welcomed the idea 

of a European Medicines Agency web 

portal and public hearings on ADRs 

that are open to the public. However, 

according to McCavan, the database 

should not be open to the public be-

cause it is too technical.

Under the directive, member states 

must facilitate direct patient reporting 

through the provision of alternative 

reporting formats, in addition to web-

based formats. They must ensure the 

public receives important information 

in good time on pharmacovigilance con-

cerns relating to the use of a medicinal 

products through publication on the 

web portal and through other means. 

They should also ensure any biological 

medicinal product prescribed, dis-

pensed, or sold in their territory that is 

the subject of a report 

on a suspected adverse 

reaction is identifiable 

by, where available, the 

name of the Market Au-

thorization Holder, the 

International Nonpro-

prietary Name, and the 

name of the medicinal 

product and the batch number. Stan-

dard forms and procedures complying 

with Regulation (EC) No 726/2004 

should be used and account must be 

taken of the EudraVigilance system. 

The European Parliament voted in 

favor of the directive on September 22, 

2010. For the latest information about 

the status of the directive visit: http://

www.europarl.europa.eu/oeil/file.

jsp?id=5729272.

It is also important to be aware of 

EudraVigilance, a data processing net-

work and management system for re-

porting and evaluating suspected ADRs 

during the development, and following 

the marketing authorization, of medici-

nal products in the European Economic 

Area. The EudraVigilance helpline can 

be reached by phone at +44 (0)20 7523 

7523 or by e-mail at eudravigilance@

ema.europa.eu. —Philip Ward

Hopes Rise for Safety Law

Several public health disasters 
have provided reminders that 
effective pharmacovigilance is 
vital to protecting the public.
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Sponsors Cope with 
New Sunshine Act Rules 
Reform law requires 
tracking and 
disclosure of fees 
to investigators and 
research consultants.

A
s part of the campaign to 

promote transparency in 

pharmaceutical industry 

relationships with health 

professionals, recently enacted health 

reform legislation requires drug and 

medical product companies to report 

to the federal government fees paid 

to physicians for conducting clinical 

trials. The Physician Payments Sun-

shine Act, which was included in the 

Affordable Care Act (ACA) enacted in 

March 2010, establishes a process for 

publicly disclosing industry payments 

to physicians and teaching hospitals 

for research activities, as well as mar-

keting. Sunshine advocates believe 

that pharma companies may influ-

ence prescriber behavior by engaging 

physicians as clinical investigators, 

consultants, and advisors—in addition 

to commercial encounters.

The Sunshine Act specifically re-

quires “applicable manufacturers” to 

report “a payment or other transfer of 

value” to a “covered recipient.” Data 

submission includes recipient’s name, 

address, medical specialty, amount 

received, date of payment, type of 

payment (cash, stock, items, or ser-

vices), and if the payment is related 

to a specific drug or medical product. 

Anything worth more than $10, or out-

lays that total $100 a year, have to be 

reported, and that includes consulting 

fees, honoraria, payment for research, 

gifts, entertainment, travel, education, 

charitable contributions, royalties, li-

censes, grants, stipends to speakers in 

medical education programs, or any-

thing else that the feds add to the list. 

Because small amounts can add up 

quickly, pharma companies are estab-

lishing aggregate spend information 

systems able to capture every dollar 

provided to doctors and to track those 

amounts over time. 

Unchartered territory
The Department of Health and Human 

Services (HHS) is charged with writ-

ing implementation regulations by Oc-

tober 2011 to clarify which companies 

have to report what information about 

who. Everyone is looking for clearer 

definitions of “consulting fee,” “hono-

rarium,” “teaching hospital,” and how 

reporting applies to affiliated compa-

nies, product co-development partners, 

and third party service firms. 

There’s considerable uncertainty 

related to research expenditures:  

Does reporting apply to the clinical 

spend for both interventional and ob-

servational studies? Or to fees paid to 

physicians presenting to Institutional 

Review Boards or serving on data 

safety monitoring committees? 

Another gray area is equipment 

supplied by a sponsor to a clinical 

site on a temporary basis. This is 

“unchartered territory,” commented 

Wanda Toro, President of Bull’s Eye 

Innovations, at the August Aggregate 

Spend Forum sponsored by the Cen-

ter for Business Intelligence (CBI), 

an Advanstar Company. 

The process for submitting data to 

HHS, for recipients to review reports, 

and for the feds to make this informa-

tion public also remains murky, mak-

ing it hard for pharma companies to 

set up the computer systems needed 

to collect transaction data beginning 

January 2012, in order to file their first 

reports the following year (March 

2013). That may seem like plenty of 

time to launch new programs, but the 

standard-setting process can take 

months, and no one at HHS seems to 

be in charge.

Manufacturers will have to report 

amounts paid to physicians every year, 

but fees related to clinical research 

can be withheld from the public until 

after product approval by the FDA, 

or four years after the payments are 

made, whichever comes first. Pharma 

companies lobbied for this delay as a 

way to retain some secrecy for inves-

tigational programs. However, it calls 

for sponsors to identify what items 

fall into the clinical spend “bucket” so 

they can benefit from delayed publica-

tion. Investigator fees related to post-

marketing clinical studies, though, 

are not delayed, further complicating 

the data tracking process.

States set pace
Pharma companies have been track-

ing and reporting fees and entertain-

ment expenses to health care profes-

sionals (HCPs) for several years to 

comply with a range of state laws and 

other standards. Eight states, includ-

ing Massachusetts, Vermont, Maine, 

Minnesota, and Washington, DC, 

have enacted transparency policies, 

and about 10 states were moving in 

that direction when health reform was 

enacted. In fact, the Pharmaceuti-

cal Research and Manufacturers of 

America (PhRMA) backed federal 

Sunshine legislation as a way to re-



20    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

View from Washington

place diverse state laws with a uniform 

national policy. Unfortunately, the 

ACA provision pre-empts state laws 

only partially, permitting states to en-

force policies that are more stringent 

than the federal requirements. Minne-

sota and Vermont request disclosure 

of payments related to clinical trials, 

but several other states exempt such 

payments. Even so, specific exclusions 

raise questions about what qualifies as 

a “bona fide clinical trial” in Washing-

ton, DC or Maine, and what’s “genuine 

research” in Massachusetts. 

The aim of these state initiatives 

is to reduce health care spending, 

pointed out Vermont Assistant At-

torney General Wendy Morgan at the 

CBI forum. She and others believe that 

disclosure of payments will reduce 

marketing outlays and rationalize 

drug use. Drug companies spend mil-

lions marketing to doctors, and this 

“affects the way doctors prescribe,” 

explained Illinois state representative 

Jack Franks. But he added that he 

won’t continue to pursue an Illinois 

disclosure law because a federal policy 

is “better than a hodgepodge of leg-

islation across the country.” Morgan 

noted that Vermont will adopt federal 

definitions and standards as much as 

possible to avoid redundancies. 

Although the federal Sunshine 

Act does not ban doctor payments or 

other practices, Vermont and several 

other states have moved from dis-

closure to outright curbs on gifts to 

HCPs, which more clearly aims to cut 

marketing expenditures. If you limit 

gifts, said Morgan, you eliminate “a 

huge chunk of money added to the 

cost of pharmaceuticals.”  

The state policies reflect the 

steadily rising demand for transpar-

ency in industry relationships with 

HCPs. A revised PhRMA marketing 

code in 2008 banned gifts to physi-

cians and pricey restaurant meals. In 

addition, last year PhRMA updated 

its principles on conducting clinical 

trials to encourage “reasonable” pay-

ment to investigators; this aimed to 

curb the use of lucrative consulting 

and research contracts to camouflage 

promotional payments to docs. Several 

pharma companies, moreover, includ-

ing Eli Lilly, Merck, GlaxoSmithKline, 

and Pfizer, have begun to post physi-

cian payments on their websites to 

comply with corporate integrity agree-

ments negotiated to settle charges of 

illegal drug marketing. Most disclo-

sure involves fees related to marketing 

activities, but Pfizer includes pay-

ments to research entities conducting 

clinical trials, an amount that totaled 

$15.3 million in 2009. 

Reluctant researchers
Unlike most state laws, the federal 

policy clearly brings clinical research 

under the “aggregate spend” umbrella. 

That makes collection of data on pay-

ments to HCPs all the more complex, 

extending to almost every facet of 

pharma company operations, as well as 

to such activities at biotech and medi-

cal device manufacturers. 

Public disclosure of physician 

payment data is expected to have a 

noticeable impact on sponsor relation-

ships with health professionals. Many 

doctors have become reluctant to 

make speeches on behalf of pharma 

companies or to consult on research 

projects. It may become more difficult 

to engage investigators in the United 

States in face of public disclosure of 

research fees and the implication that 

such work compromises a physician’s 

independence. 

While all-inclusive aggregate spend 

programs may improve company in-

formation systems and help sponsors 

detect potentially damaging conflicts 

of interest, these initiatives are likely 

to create tension within companies. 

Pharma R&D and medical affairs staffs 

don’t see themselves as part of market-

ing, and they are not accustomed to 

pulling out fees to investigators from 

large research budgets. Corporate caps 

on annual compensation to an HCP for 

marketing activities, as recommended 

by the PhRMA code,  may generate 

conflicts between the marketing de-

partment that wants to use a prominent 

clinician as a spokesman, and the re-

search department planning to engage 

the same individual as an investigator. 

Just what HHS and states do with 

all the aggregate spend information 

remains to be seen. Beginning in Sep-

tember 2013, the government will start 

posting all payment reports on a public 

database in a format that is searchable 

and easily aggregated and downloaded. 

This wealth of information on corporate 

marketing and research may be surpris-

ing even to the reporting company, and 

certainly will attract industry critics 

and enforcement officials. HHS will 

provide Congress with an annual report 

aggregated by manufacturer, and each 

state will receive a summary of pay-

ments to its practitioners. 

Failure to comply with all the re-

quirements “in a timely manner” car-

ries fines that start at $1,000 for each 

reporting failure and jump to $1 million 

a year for firms that knowingly and de-

liberately disregard the rules. To avoid 

problems, sponsors need to update 

research agreements with investiga-

tors to ensure they obtain all required 

information, and to revise co-promotion 

and co-development agreements to 

clarify responsibilities for collecting 

and reporting required information. It 

will be important to get data right, as 

a host of attorneys, whistle-blowers, 

and prosecutors will have a sharp eye 

out for inadequate drug company dis-

closure and for situations that warrant 

charges of submitting false claims to 

the government. ❏

Failure to comply with all the requirements “in a 
timely manner” carries fines that start at $1,000 
for each reporting failure and jump to $1 million.
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Conducting Clinical 
Trials Beyond Europe
Routine inspections 
and regulations can 
help maintain GCP 
standards in global 
trials.

E
very now and then it’s good to 

step back and take a broader 

view. The natural focus of Brus-

sels tends to be introverted—as 

was so tellingly demonstrated, for 

instance, by the September spats about 

French treatment of Roma. French 

President Nicolas Sarkozy was strug-

gling to win popular support in the 

run-up to national elections by forcibly 

repatriating immigrants from Eastern 

Europe under the slender pretext of 

criminality. When the European Com-

missioner for Justice publicly criticized 

these actions, Sarkozy’s response was 

“Are you ready to take them in your 

country?” And the chattering classes 

in Brussels became obsessed with dis-

cussions of the legal details of whether 

citizens of Romania, Bulgaria, and Slo-

vakia—all of them EU member states—

could legitimately be “repatriated,” and 

on what grounds.

All very spirited, of course, but none 

of it really contributing towards any 

type of solution to the long-standing 

challenge of integrating—or at least 

not discriminating against—millions of 

marginalized European Union citizens. 

A similar introversion is evident in 

European discussions of clinical trials. 

The need for reform of the EU clinical 

trials directive, the fine-tuning of the 

new pharmacovigilance rules, the limits 

on what adverse drug reaction informa-

tion the European Medicines Agency 

(EMA) could, or should, disclose. 

These are topics that have absorbed 

political attention in Brussels, almost to 

the exclusion of any other consideration.

Consequently, it is a breath of fresh 

air to look for a moment beyond the 

shores of Europe, and beyond the con-

fines of one of the richest corners of the 

world, and to consider the relation be-

tween clinical trials and those who live 

in far less comfortable conditions. 

In early September, the EMA held 

a three-day international workshop to 

discuss a global framework of clinical 

trials. The heart of the discussions was 

how to protect the rights, safety, and 

well-being of patients participating in 

clinical trials anywhere in the world. 

Some 170 participants from around 50 

countries from the Americas, Asia, Af-

rica, and Europe came to London, repre-

senting patient organizations, health-re-

lated non-governmental organizations, 

clinical trial sponsors, the pharmaceuti-

cal industry, ethics committees, regula-

tory authorities from all continents, and 

intergovernmental organizations.

The workshop was part of the con-

sultation process on a reflection paper 

from the agency on ethical and Good 

Clinical Practice aspects of clinical tri-

als conducted in third world countries 

and used in support of marketing au-

thorization applications to the agency. 

The motivation is administrative as 

much as humanitarian, but is nonethe-

less to be welcomed. As the agency 

points out, with the increasing global-

ization of clinical research, less than 40 

percent of patients enrolled in pivotal 

clinical trials for marketing authoriza-

tion applications to the agency received 

their treatments at clinical trial sites in 

western Europe. These trials involved 

more than 44,000 clinical trial sites in 

89 countries. As Fergus Sweeney, head 

of inspections at the agency, put it: 

“Wherever in the world we stand, the 

majority of clinical trials are being con-

ducted somewhere else in the world, 

under a different regulatory framework 

and in different cultural settings.”

The practical problem from this 

is, he went on, that “we all rely on the 

same trials to make decisions: as regu-

lators, to allow or disallow marketing 

authorizations, and as patients and 

healthcare providers, to use or not to 

use a medicine.” But the quality of the 

trials may not always be the same.

And from a broader humanitarian or 

ethical perspective, there are challenges 

too. As the meeting took its course, some 

consensus emerged around the convic-

tion that EU regulators should never 

accept (or require) studies conducted 

beyond the EU that would be ethically un-

acceptable in the EU. There should not, 

became the refrain, be a different stan-

dard applied to trials conducted in the EU 

compared to those conducted elsewhere.

Achieving this refined state will 

depend, participants underlined, on 

cooperation and networking between 

regulatory authorities and ethics com-

mittees involved in the supervision of 

clinical trials. It will also require greater 

transparency of clinical trials, including 

clinical trial registries and the provision 

of information about ethical and GCP 

aspects in the European Public Assess-

ment Report that the agency produces 

on each application it processes. In ad-

dition, patients will have to be involved 

early on in the design of protocols, to en-

sure the adequate protection of clinical 

trials subjects, participants suggested.

European reflections
The EMA’s principal role is obviously 

to reach opinions on medicine mat-



PAREXEL International

+1 781 487 9900

www.PAREXEL.com

Partnerships in clinical trials 

PAREXEL stand 237  

Perceptive Informatics stand 311 

Vienna, Austria  

Nov 16 –19, 2010

ISPOR 13th annual 

european congress 

Prague, Czech Republic 

Nov 6 – 9, 2010

Right where you  
need us
PAREXEL knows scientific drug development from  

end to end. We complement your capabilities with  

our strategic insight, deep scientific knowledge, and  

tactical expertise—providing you support and guidance  

to secure strategic advantage.

With nearly 30 years of experience and 10,000  

professionals in more than 50 countries, we provide  

the precise fit of expertise when, where and  

how you need it.

s�2EGULATORY�EXPERTISE�ACROSS�INTERNATIONAL�BOUNDARIES

s��0HASE�)n)6�CLINICAL�SERVICES�FOR�YOUR�INDICATION��

compound, and patient population

s��4ECHNOLOGY�ALIGNED�TO�ACCELERATE�DEVELOPMENT� 

and maximize ROI

s��-ARKET�ACCESS�STRATEGY�AND�COMMUNICATIONS�TO�REACH�

your markets and achieve peak revenue quickly



24    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

View from Brussels

ters that affect Europe. But it is also 

empowered to give a scientific opinion, 

in cooperation with the World Health 

Organization, on the evaluation of medi-

cines intended exclusively for markets 

outside the EU, based on the same 

standards that apply to assessments of 

medicines intended for use in Europe.

The latest rewrite of EU pharmaceuti-

cal legislation also spells out a duty to 

provide for the ethical requirements 

laid down in the clinical trials direc-

tive when clinical trials are conducted 

outside the EU on products destined to 

be authorized within the community. 

When evaluating authorization applica-

tions for such medicines, the agency 

must verify that the way the trials were 

conducted met EU good clinical prac-

tice standards and ethical requirements.

The agency’s reflection paper points 

out that most countries now have a regu-

latory authority to which application 

should be made before a clinical trial 

can commence—and insists that these 

requirements must be met in each coun-

try in which a clinical trial is conducted. 

Regulators must support compliance 

with local requirements in each country 

as well as reinforcing international ethi-

cal and good clinical practice standards, 

it emphasizes. In addition, every trial 

must receive a positive opinion or ap-

proval from an ethics committee with 

appropriate jurisdiction for the investi-

gator sites and trial concerned. 

In countries with what the reflection 

paper politely terms “limited frame-

works for ethical review or regulatory 

oversight,” sponsors should seek an addi-

tional review of the study protocol with an 

ethics committee in a country with EU-

level standards. EU regulators should re-

fuse to consider data from any trial where 

an independent ethics committee has 

not assessed the protocol. Informed con-

sent must be assured, and appropriately 

renewed as necessitated by significant 

changes in the conditions or procedures 

of the research or if relevant new informa-

tion becomes available. In developing 

countries, the research project should 

ensure that informed consent can indeed 

be obtained legitimately within different 

linguistic and cultural settings. 

Similar constraints should be im-

posed on information to trial subjects, 

on the protection of personal data, on 

the observation of special consider-

ations for trials conducted with pediatric 

populations, on archiving of trial docu-

mentation, and on insurance.

And in respect to groups, such as 

racial minorities, the economically 

disadvantaged, the very sick, and the 

institutionalized, protection should be 

provided against the danger of being 

involved in research solely for adminis-

trative convenience, or because they are 

easy to manipulate as a result of their 

illness or socioeconomic condition. 

Similarly, economic or logistical 

reasons for the unavailability of an estab-

lished effective intervention cannot jus-

tify a placebo-controlled study in a coun-

try of limited resources when it would 

be unethical to conduct a study with the 

same design in a population with general 
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access to the effective intervention out-

side the study. Regardless of the location 

of the trial, all patients participating in 

these trials should receive the same or a 

similar standard of care and comparable 

treatment options as trial participants 

within the European Economic Area. 

Who benefits?
When considering whether it is appro-

priate to conduct a specific research 

study within a low- or middle-income 

country, one issue that should be consid-

ered by the sponsor, ethics committee, 

and national authorities, is whether the 

intervention being studied is likely to 

be available in that country if it is shown 

to be effective. If a product developed 

or knowledge generated by research is 

unlikely to be reasonably available to, or 

applied to the benefit of, the population 

of a proposed host country or commu-

nity after the conclusion of the research, 

and if the sponsor does not foresee 

arrangements to make it available, the 

ethics of conducting the research in that 

country or community need to be care-

fully considered, reflecting on the need 

for access to treatment and on the risks 

and benefits that would apply to those 

participating in the trial and to their 

community including the medical care 

environment of that country/community. 

There are often great attractions in 

conducting trials beyond Europe, the 

reflection paper acknowledges. These 

may range from the obvious availability 

of patients willing to participate in clini-

cal trials and with the relevant disease 

profile, to availability of qualified inves-

tigators willing and available to con-

duct the trials, and include lower costs 

or more rapid approval of trials. But 

sponsors should provide appropriate 

justification for the location of a clinical 

trial and detail its plan for addressing 

ethical and operational issues related to 

its proposed development plan.

Future action
The agency recognizes that there is no 

one-stop-shop solution for these com-

plex issues. It is minded to establish 

a pool of experts to provide advice in 

assessing the ethical aspects of such 

clinical trials submitted in support of 

applications in Europe. A program of 

routine inspections is likely to be set 

up, with facilities for responding to 

specific triggers of concern too. Prior-

ity will be given to the countries that 

have recently featured most frequently 

among sites where non-EU trials are 

conducted in support of EU marketing 

authorization applications including 

South Africa, India, the Philippines, 

China, Thailand, Brazil, Costa Rica, 

Peru, Russia, and Ukraine.

The intention—and it is a laudable 

one—is to ensure that patients in the 

richer parts of the world are not ben-

efiting unduly from the exposure of pa-

tients in the poorer parts of the world 

in the assessment of new treatments. 

This is a nobler pursuit than an inter-

nal slanging match between EU lead-

ers on how to redistribute unwanted 

immigrants. ❏

sssst!
  best kept secret in EDC?

The DataLabs EDC solution is the proven solution from Perceptive 

Informatics built on a powerful platform to provide cutting-edge 

EDC functionality. Optimal for all types and sizes of clinical trials, 

the DataLabs solution means total flexibility and ease of use for 

sponsors and sites.

Contact us today at info@perceptive.com to learn more about the 

best kept secret in EDC.



26    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

To see more Technology Viewpoint articles, visit 

appliedclinicaltrialsonline.com

Wayne R. Kubick
is Senior Vice President 

and Chief Quality Officer at 

Lincoln Technologies, Inc., a 

Phase Forward company based 

in Waltham, MA. He can be 

reached at wayne.kubick@

phaseforward.com.

Technology Viewpoint

A Learning Healthcare 
System: One Giant Leap
Access to all available 
medical evidence 
can profoundly 
improve treatment 
effectiveness.

R
ecently, I’ve been privileged 

to participate in a work-

shop led by the Institute 

of Medicine as part of a 

roundtable sponsored by the Office of 

the National Coordinator to discuss 

the “Electronic Infrastructure for 

the Learning Healthcare System” 

(LHS). The project has a long-range 

horizon—the “system after next” 

that would be in place by 2020. This 

was the second in a series, exploring 

three priority focus areas highlighted 

at an earlier meeting, namely: engag-

ing patients and the public, promot-

ing technical advances and innova-

tion, and fostering stewardship and 

governance.

Having the opportunity to engage 

in a forum comprised of so many ex-

perts and thought leaders in health 

informatics, technology, patient ad-

vocacy, and health policy reminded 

me of John F. Kennedy’s character-

ization of his circle of advisors later 

remembered as the best and the 

brightest: “the most extraordinary 

collection of talent, of human knowl-

edge, that has ever been gathered 

together at the White House with the 

possible exception of when Thomas 

Jefferson dined alone.” 

Indeed, Jefferson himself also later 

made a spiritual appearance in one 

participant’s summary comments, as 

having set a noteworthy precedent by 

successfully marrying his philosophy 

to architecture in the establishment 

of the University of Virginia.

This engrossing and thought pro-

voking event began with the premise 

of defining a health environment that 

can ensure that we fully capture and 

capitalize on all of the information 

resources relevant to our health and 

healthcare wherever and whenever 

we need them—quite a stretch from 

today’s predominately paper-based 

world, but one that we hope will ride 

the wave of transition to electronic 

healthcare records in the near future. 

When first exposed to this ex-

traordinary mission, I imagined the 

combined sense of thrill and terror 

probably felt by the first group of 

NASA scientists in 1961 after hear-

ing JFK challenge the nation with 

“the goal before this decade is out 

of landing a man on the moon and 

returning him safely to the earth.”  

The magnitude of a goal to create 

this learning healthcare system 

involves no less of a technical chal-

lenge, but with a much steeper 

sociopolitical context. Like those 

anxiously energized scientists, many 

at the workshop must have been won-

dering “how do we get there” and 

“where do we start?”

The focus of this most recent 

workshop meeting was to define the 

technical, governance, and social 

infrastructure of the year 2020 that 

would support the LHS, which im-

mediately brings to mind the futility 

of predicting what technology will 

be like in a decade. Consider, for 

example, the likelihood of accurately 

anticipating the impact of the follow-

ing technology game-changers at 

various points of time:

• The PC in 1975

• The World Wide Web in 1990

• Social networks in 2000

So, thinking ahead to 2020, let’s 

begin with the notion that technol-

ogy will probably be unlike anything 

we can imagine. Yet given the recent 

historical pace of technology advance-

ment, it’s hard to imagine that it will 

be the ultimate obstacle. But we can 

certainly predict that the need to 

manage the cost and effectiveness of 

our health care system will still be a 

critical concern in 2020, and we can 

expect that considerable human, po-

litical, and economic barriers will still 

be in the way.

Among the technology planners, 

there was a rapid convergence toward 

an infrastructure for the LHS based 

on ultra-large scale (ULS) systems, 

a concept defined by a team at the 

Carnegie-Mellon University Software 

Engineering Institute, as part of a 

federally funded study to describe 

how to approach future massive, de-

centralized systems based on a set 

of core principles. ULS systems are 

described by the study lead, Linda 

Northrop, Director of the Research, 

Technology, and System Solutions 

Program at the Software Engineering 

Institute, as “interdependent webs of 

software-intensive systems, people, 

policies, cultures, and economics … 

systems at Internet scale.” 

Applying ULS principles implies 

a tectonic cultural as well as techni-

cal shift in how we design software; 

when applied to the LHS it might 

involve building a permissive, 

loosely-coupled, all-inclusive en-

abling architecture based upon what 

Chris Chute described as a “parsi-
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monious core” of standard data ele-

ments and design characteristics. 

This will be a leviathan of a sys-

tem—a complex, distributed, adap-

tive ecosystem beyond anything most 

of us can imagine, which will affect 

the quality and extent of lives for 

the entire population of our nation, 

and perhaps much of the rest of the 

globe as well. But the key insight to 

many of the workshop participants 

(who may not have been previously 

exposed to ULS and admittedly may 

have had widely divergent concepts 

of what it means) seemed to invoke 

a “less is more” architectural ap-

proach. Design a system that is inclu-

sive enough to easily accommodate 

the multitude of legacy systems that 

will still exist, and that encourages 

widespread adoption with the least 

burdensome approach. 

Of course, the ULS model today 

consists only of a set of principles 

intended to guide a research agenda 

rather than a defined blueprint, and 

its Wikipedia entry cautions that ULS 

systems have been defined infor-

mally as “systems that are currently 

impossible to build due to limitations 

in the fields of software design and 

systems engineering.” Here, again, 

we must depend on that 10-year win-

dow for technology to catch up, but 

in the meantime we need to start de-

scribing a road map immediately, and 

look for opportunities to move along 

the path step by step.

Interestingly, a less prescriptive 

ULS architecture could be somewhat 

at odds with the tightly defined ar-

chitectural approach employed by 

a benchmark example such as the 

National Cancer Institute’s CaBIG 

project, one of the most ambitious 

and far-reaching system initiatives 

which has already proven to deliver 

many innovative system capabili-

ties. Since the ULS strategy—and 

the way it would apply to a proposed 

LHS—has not yet been sufficiently 

f leshed out, it ’s not yet clear which 

approach would better achieve se-

mantic interoperability —a tightly 

defined set of architectural, data, 

and content standards that would 

require strict conformance (though 

potentially at the cost of more wide-

spread adoption) or a much broader 

approach with fewer restrictions that 

encourages broader participation, but 

requires a lot of things to sort them-

selves out much farther downstream. 

It ’s important to remember that 

it ’s not just a matter of getting 

data—though what a mountain of 

data this would be—we also need to 

ensure sufficient quality and trust so 

we can understand and use the data 

consistently and make critical life-

altering decisions based upon that 

knowledge. 

Which brings us back to the origi-

nal question we share with the NASA 

founders: “Where and how exactly 

do we start?” Well, one way to start 

is by simply imagining stories—to 

visualize the world as we’d like it to 

be in 2020. 

For example, one such story that 

resonated with me from the first 

workshop was described as a large-

scale, real-time rolling clinical trial, 

where, when a patient is diagnosed, 

they are presented with a range of 

options and associated probabilities 

of cure versus risk presented by their 

In such a world, patient data is collected in a 
common format that can be used equally for 
patient care, administration, and research.
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physician. Once the patient and their 

doctor choose what looks like the 

best option, they are enrolled in a 

virtual clinical trial which tracks the 

progress of their treatment versus 

others with the same condition right 

through to outcome. This informa-

tion in turn would feed back into the 

learning system to adjust the proba-

bilities for the next patient treatment 

scenario and so on.

In such a world, there are no 

precise boundaries between patient 

care and clinical research. Patient 

data is collected once in a common 

format that can be used equally for 

patient care, administration, and re-

search. Health information is easily 

available to research, and research 

information is readily available to 

healthcare providers and patients, 

eager to share their information in 

the hope that it helps improve the 

health of others. The learning sys-

tem is always conducting research, 

readily adapting to new knowledge, 

and the entire population can benefit 

from the cumulative and accumu-

lating wealth of information that is 

generated from healthcare. In such 

a world, there’s also a blurring be-

tween primary and secondary uses of 

data—since all uses are primary in 

the mind of the user.  

Of course, such a future world 

must be based on a great deal of 

trust, and we have quite a ways to go 

in that area before we can hope to 

let the technology take us the rest of 

the way home. But we can start by 

envisioning more of the stories. Try 

to visualize what it would be like to 

have such a system available in 2020, 

and how it could improve the lives 

for so many. Then think about what 

we can begin to do now to help make 

it happen. ❏
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system available in 2020, and then think about 
what we can do now to help make it happen.
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PEER
REVIEWED

Is it Safe to 
Outsource Safety?
Knowing when to outsource and 
when to conduct pharmacovigilance 
in-house is a crucial decision.

Graeme Ladds

P
harmacovigilance (drug safety) is a cor-

nerstone activity for any pharma com-

pany, or indeed anyone conducting clini-

cal studies on patients within academia.

The need to operate a system of 

pharmacovigilance, which is both compliant to 

the multinational (and varied) regulations and 

the highest principles of patient protec-

tion, means that sometimes companies 

are placed in the dilemma of having prod-

ucts in development or on the market 

which do not generate many adverse 

events (side effects) but when they re-

quire experienced individuals to assess 

such reports to determine whether the 

reported events are indeed causally related to 

the company’s product, their seriousness, and 

whether such events are known already to occur 

with the product (expected or unexpected). 

Once the above assessment has been per-

formed, the company must determine who 

needs to know about the adverse reaction (e.g. 

regulatory authorities); whether the current 

labeling for the product (summary of product 

characteristics; product monograph; patient 

leaflet; investigator brochure) suffices or needs 

revision, and probably most importantly of all—

can the adverse reaction be minimized or pre-

vented from occurring in the first place (risk 

management strategies). 

All of the above require highly skilled and ex-

perienced individuals to perform such assess-

ments with possible sophisticated (i.e., expensive) 

safety databases to record and report such events. 

No company can afford to have such indi-

viduals or equipment sitting and waiting for such 

events to occur, especially if the company has 

few products and reactions reported to it—so 

what is the answer? Is it safe to outsource safety?  

The basics
For companies with products in development, or 

for products that already have licenses (sometimes 

called marketing authorizations or license holders) 

it is legally required to have a system in place to 

capture; assess; and if required, report all adverse 

reactions that are reported to the company to the 

regulatory authorities. The company (in clinical tri-

als referred to as the sponsor) must along-

side the reporter make their own assess-

ment of the seriousness, expectedness (is 

it in the labeling or investigator brochure), 

and causality of all reported events as well. 

The method of onward reporting from 

the company to various individuals (regu-

latory authorities and ethics committees) 

may be in paper format or may be legally required 

to be submitted in a specific electronic format.

Additionally, and periodically, the sponsor 

may have to provide submissions to the reg-

ulatory authorities—annual safety reports in 

clinical trials or more frequent post market-

ing reports: Periodic Safety Update Reports 

(PSURs)—looking at all of the adverse reaction 

data between two time points and assess the 

overall benefit/risk ratio of the product to deter-

mine whether it is still favorable to provide such 

medicines to the intended patient population. 

Therefore, it is important for the company to 

have available trained safety professionals: safety 

scientists, pharmacists, and physicians knowledge-

able in the area of pharmacovigilance to provide 

such assessments. 

Additionally, the company needs a checklist 

(Table 1) of what needs to be performed before it 
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can determine the suitability for any third-party provider as-

suming the company’s role for safety activities.

The list in Table 1 is not exhaustive but provides some of 

the key activity requirements of a license holder or sponsor.

Looking at such a comprehensive set of requirements 

means that the provider of such services has to have indi-

viduals suitably trained in these areas; standard operating 

procedures (SOPs), to explain how such activities are per-

formed; and evidence that the system is operating as stated 

and complies with the necessary legislation.

Ultimately, in any situation where the safety aspects for 

the company’s product (investigational or marketed) have 

been outsourced to a contracted company (CRO), the respon-

sibility and accountability rests with the sponsor (in clinical 

trials) and the license holder (for all marketed products).1  

It may seem unfair that the company (in good faith) has 

approached the specialists in order to ensure compliance to 

safety legislation, but in Europe and the United States, the 

legislation is quite clear, the license holder or sponsor car-

ries ultimate responsibility for patient safety.

This means any outsourcing of safety should be viewed 

as an intimate partnership—a marriage. Non-communica-

tion is not an option. Outsourced does not mean out of mind.

The only way both parties will get the most out of such 

a union is through active dialogue: an understanding of 

what is required of both parties; regular reviews (telecon-

ferencing and face-to-face) to ensure everything is work-

ing as it should be; and most importantly, evidence (meet-

ing notes and action items including possible sign off) of 

such communication. 

Essential Checklist of Pharmacovigilance Activities

Clinical Safety Post Marketing Safety

Activity Legislation Activity Legislation

Report Serious Unexpected ADRs 2001/20 EEC; USA CFR 
312.32; CFR 600.80

Report Serious ADRs Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Electronic reporting of ADRs 2001/20 EEC; Electronic reporting of ADRs Eudralex Vol IXa; USA 
CFR 314.80; 

Annual Safety Reports 2001/20 EEC; USA CFR 
312.32; CFR 600.80

Periodic Safety Update Reports (PSURs) Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Benefit Risk Assessments 2001/20 EEC; USA CFR 
312.32; CFR 600.80

Benefit Risk Assessments Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Signal detection/Safety Review 2001/20 EEC; USA CFR 
312.32; CFR 600.80

Signal detection/Safety Review Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Compliance monitoring 2001/20 EEC; USA CFR 
312.32; CFR 600.80

Compliance monitoring Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Reporting to Ethics Committees and 
Investigators

2001/20 EEC; USA CFR 
312.32; CFR 600.80

Provision of an EU QP  for 
Pharmacovigilance and Deputy

Eudralex Vol IXa;

Protocol safety and Case Record Form 
assessment

2001/20 EEC; USA CFR 
312.32; CFR 600.80

Performing scientific literature 
searches

Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

24/7 cover for safety situations 2001/20 EEC; USA CFR 
312.32; CFR 600.80

24/7 cover for safety situations Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Ensuring SOPs for all safety related 
activities

2001/20 EEC; USA CFR 
312.32; CFR 600.80

Ensuring SOPs for all safety related 
activities

Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Ensuring adequate training for all staff 
for drug safety

2001/20 EEC; USA CFR 
312.32; CFR 600.80

Ensuring adequate training for all staff 
for drug safety

Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Providing quality Assurance/
Management for all safety activities

2001/20 EEC; USA CFR 
312.32; CFR 600.80

Providing quality Assurance/
Management for all safety activities

Eudralex Vol IXa; USA 
CFR 314.80; CFR 600.80

Provision of a validated safety 
database**

GAMP 5; 21 CFR Part 
11 compliance

Provision of a validated safety 
database**

GAMP 5; 21 CFR Part 11 
compliance; Vol IXa

Provision of a Medical Service for 
inquiries

92/28 EEC; USA CFR 
314.80; CFR 600.80

Source: PharSafer Associates.   *Adverse Drug Reactions, **May be optional under some circumstances

Table 1. A company needs a checklist of what needs to be performed before determining the suitability of any third-

party provider assuming the company’s role for safety activities.



34    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

Regulatory

Compliance
Compliance monitoring is required by legislation to ensure 

the company is reporting accurately to the various regula-

tory agencies, in the correct timelines, in the correct for-

mat, and with the acceptable and appropriate signatories. 

All of these require a system to be in place (as well as spe-

cific SOPs) that will enable the various regulatory outputs 

to be monitored for compliance and quality. 

Therefore, the CRO should provide the company with 

evidence that it has performed everything within the regu-

latory time frames on a periodic basis so that the company 

has surety of compliance.

Any instances of non-compliance need to be investigated 

by both parties to ensure it cannot occur again. The com-

pany needs to be active in this area as well, especially if the 

reason for late submissions is because one of their market-

ing partners is providing information that is late and there-

fore placing the company’s compliance in jeopardy.

Audits
The only way to know whether the provider of safety infor-

mation is capable of performing the tasks that you want is 

to audit them. But, how can you audit them when you may 

not have the internal expertise to do so? There are a num-

ber of possibilities.

There are many individuals who perform regular audits 

on behalf of companies, trained in pharmacovigilance, who 

understand what needs to be in place. These individuals 

can perform the audit on behalf of the company, to ensure 

that the company has a report regarding the capability 

of the proposed pharmacovigilance supplier. The report 

should detail the extent of any deviation (critical, major, or 

minor) from legislation, from the processes described by 

the CRO and the company’s training records concerning 

staff training and competency. 

Some providers may also have their own audits performed 

upon themselves as part of their own quality management 

activities. These involve the provider (CRO) getting exter-

nal pharmacovigilance auditors to audit their systems (or a 

separate QA department with pharmacovigilance expertise 

in their own company) in order to determine whether the 

systems, training, and documentation are robust enough. 

The CRO should make the findings available to clients, 

or proposed clients, to provide confidence that the CRO 

has the appropriate systems in place. Naturally, there will 

be some findings from any audit. But they should never be 

critical failures from CROs claiming to be the experts.   

Lack of any audit by the company is not viewed favorably 

by the regulatory agency, but using the company’s external 

quality management system as an approach to decide to 

use their services or an audit from an experienced provider 

is acceptable. Such audits should not be performed once 

and forgotten, repeat at least every two years. 

Once an audit has been performed and was successful in 

terms of the findings and any corrective items addressed 

as a result of an audit, the path is clear to appoint the CRO.

The contract
As is often said, “the devil is in the detail.” This is true con-

cerning the contract between the company/sponsor and the 

CRO. There are legal elements in every document concern-

ing terminations; judicial aspects; confidentiality; etc., as 

well as the financial elements, but predominantly the con-

tract has to focus upon what do you expect the CRO to do?

The contract has to provide the checklist of what the com-

pany wants the CRO to do, this may be all of the pharmaco-

vigilance (and medical services) or parts of it. The contract 

will be used by the regulatory agency when they inspect the 

company, looking to see what the CRO was responsible for 

and what the company was supposed to do, making their 

findings known based upon who was responsible.

Equally, in any audit of the CRO, it is the proposed con-

tract that should be used for the audit because it details the 

expectations and services to be provided.

Within the contract, there may be elements that are nice 

to have as opposed to must have—because the regulations 

state so. Therefore, in Europe there is one individual that 

is responsible for the oversight of the pharmacovigilance 

system, in legislation this person is referred to as the EU 

Qualified Person for Pharmacovigilance (EUQPPV). This 

is a must have for all license holders in the EU. Also, the 

EUQPPV must be “trained in all aspects of pharmacovigi-

lance.” This is not an option and not a position a company 

should attempt to support by itself. If the company does not 

have such an individual working for it, asking someone to 

take on this role is not correct. The EUQPPV must be regis-

tered with the Regulatory Agencies too. The EUQPPV also 

has to have available a suitably qualified deputy. The con-

tract should clearly state who covers which activities, and 

should specify what products are covered by the agreement 

and the current status with regard to license submissions. 

In Europe it is mandatory to report adverse reactions elec-

tronically, whereas in the United States this is not yet man-

dated but encouraged. Likewise, reporting adverse reactions 

in Japan is required to be in electronic format and mandatory.

Regulators in inspections make no differentiation be-

tween generic companies, herbals, over-the-counter, or 

innovator companies. The level of compliance to the legisla-

tion and the processes to report and assess potential safety 

issues with the products is the same. The contract is an 

essential element of this and would cover all of this for the 

various company product portfolios. 

Advanced aspects
Large companies versus small companies. Large companies with 

extensive product portfolios tend to have their own safety 
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systems in place but still require from time to time, additional 

resources for specific projects: data entry and case process-

ing, PSUR writing, risk management activities, temporary 

cover for maternity leave, secondments to other affiliates, etc.

Since this is more person oriented rather than process, 

the key element here is can the person perform the required 

task(s)? Are they trained already to perform these activities? 

This is where the CRO should be able to provide a copy 

of the person’s training record to demonstrate their experi-

ence in the area they are being asked to perform. Copies of 

such training should remain with the company, together 

with any additional training on company processes in order 

to perform the activities the way the company does.

Additionally, companies may outsource some of their 

safety to a CRO because they have old products that do 

not generate much safety work but still require manage-

ment. Some of the safety for a company’s products is fully 

outsourced to a CRO allowing the existing pharma staff to 

focus their energies on new product launches that due to a 

lack of time have been marketed or the full safety profile 

has not been established because of low patient exposure. 

Equally, before outsourcing to the CRO, another aspect 

to competency has to be considered: capacity. Can the CRO 

cope with the new workload being provided to them? No 

one likes to say no to new business but there has to be an 

appreciation of competency and capacity. If capacity is ex-

ceeded, competency declines.

Therefore, for any outsourced activities the company has 

to be clear on whether this will now exceed the capabilities 

of the CRO.

Multinational companies versus national companies. Which 

is bigger: the company with 30 products in one country or 

the company with five products in six countries?

It would have to be the latter. For each country there 

may be different reporting requirements, other affiliates or 

marketing partners, multiple PSUR submissions to differ-

ent countries requiring different presentation. 

The company with products in one country alone has 

only one set of regulations to follow, the contact points are 

easier, and there is only one language used. Multinational 

companies require more management of the processes and 

the safety reporting elements as well as possible translation 

requirements. It is important to understand the contract. 

Where are these products marketed and by whom? Many 

countries differ in their safety reporting requirements.

Again, for calculating capacity (as well as compliance), 

the more multinational the company’s products, the more 

potential for safety reporting errors. You need to choose a 

CRO that has multinational safety reporting expertise.

The marriage of the company and the CRO
Once the contract has been signed and the activities begin 

between the company and the CRO, we find out if it was a 

marriage of convenience or a true partnership. A conve-

nience relationship is one where the company allows the 

CRO to perform all of the safety activities but neither moni-

tors or provides any input into the activities or information 

generated from the CRO. 

Since safety and safety compliance is a critical aspect of 

a company’s activities, and if done improperly can result in 

it receiving fines and license suspensions, this approach 

would be wholly unacceptable to the regulatory inspectors.

Instead the regulators would be looking for the fully en-

gaged partnership approach to safety where the company is 

kept fully updated by the CRO against any emerging safety 

issue together with checking the compliance to ensure that 

all safety submissions to the regulatory agencies have been 

provided according to national regulations. The regulators 

would be looking for safety reviews jointly signed by the 

license holder and the CRO showing that there had been 

understanding of what had been identified, a plan of what 

to do next, and an execution of that plan. It also provides 

the company with full transparency concerning the safety 

activities and compliance. 

The regulators would then be satisfied that there was 

a full partnership between the company and the CRO and 

there had not been a divorce between both parties, both 

working in isolation and not sharing any potential safety 

problems and working out possible solutions.

When safe may become unsafe for outsourcing
During any life cycle of a contract, due to changes in cir-

cumstance, what at one point in time was “safe” to perform 

activities in a certain way now becomes “unsafe.” 

Company product portfolio. The company acquires more 

and more products in more and more countries (either 

through new licenses or the acquisition of products from 

other companies or company takeovers). This means the 

workload on the CRO grows dramatically, and as a re-

sult, capacity is exceeded. Unless the company can plan 

ahead to warn the CRO of the potential increase, then 

the CRO may not have the internal staff required to cope 

with the increase.

Equally, as the company grows in size a threshold will be 

reached when the size of the product portfolio and the num-

ber of countries the products are in will exceed the cost ef-

fectiveness of outsourcing. 

What does this actually mean? Well, in the beginning, 

the company generated little safety because it had few 

products in few countries, with the result that to employ its 

own people to perform such activities would be inefficient 

from a cost point of view because they would have individu-

als sitting around waiting for an adverse event report to 

come into the company. 

The threshold for bringing pharmacovigilance into the 

company may then be determined by:
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• Number of products

• Number of products in development

• Number of countries that market the product(s)

• Type of products the company has (over-the-counter ver-

sus oncology products)

• Number of adverse events received by the company

• Type of adverse events received (serious or non-serious)

• Amount of follow up of adverse events required

• Number of PSURs to write

• Number of products with risk management plans

• Amount of staff requiring pharmacovigilance training

As the number of reports; the volume of safety process-

ing; safety analysis; and periodic submissions increase, 

individuals would be fully employed dealing with such data. 

When this occurs (from a cost perspective alone) it may 

be more appropriate to bring this in-house. Such a transi-

tion would not happen overnight, there would need to be a 

coordinated hand over during this period to ensure that all 

activities were still conducted in a compliant manner.

The CRO can still work with the client on an on-going 

basis because there are many external activities (such as 

audits of affiliates or marketing partners) that are necessary 

to perform without removing staff from their daily activities. 

Additionally, support during staff holidays, etc. can still be 

supplied by the CRO. From a company risk perspective, as 

the portfolio of products and countries marketed increases, 

the potential risk to the company may increase as it is not in 

control of its own data. Although there are various systems, 

which can be put in place to ensure that such information 

can be shared, the company may realize that it is better to 

be closer to the safety data than have it based externally. 

The company mantra
Many small- to medium-sized companies operate under 

the philosophy of “virtual” services, a valid approach to a 

number of aspects of the company’s work (e.g., regulatory, 

clinical, pharmacovigilance, and medical services). The 

company may also have a philosophy of establishing itself 

in strategic marketplaces that will make the company at-

tractive to purchase by another pharma company or as a 

development company to develop a product in clinical trials 

to a certain stage and then look for a development partner. 

Under these situations, “virtual” becomes another at-

tractive proposition for outsourcing because it is not build-

ing a redundant system. Once the takeover or merger has 

happened the staff and any systems (e.g., safety databases) 

will not be required. This model is the correct approach. 

If, however, the company changes its philosophy and 

decides to enlarge and develop further then the question of 

when (rather than if) to bring pharmacovigilance in-house 

will be raised again and the company must have a rationale 

for how it will determine the point at which it will need to 

conduct safety internally.

This has to be governed to some extent by the potential 

safety risks the company’s product portfolio has for patients 

together with the cost implications of continual outsourcing.

Conclusion
There is no mathematical formula to work out at what 

point a company should seriously look to conduct pharma-

covigilance in-house. 

A company with 200-marketed products with licenses in 

40 countries worldwide should have at least a good propor-

tion of its pharmacovigilance conducted internally to dem-

onstrate oversight of the safety of its products. Section 1.3 of 

Eudralex, volume IXa (September 2008) for Europe states:

A Marketing Authorization Holder [MAH] may transfer any or 

all of the pharmacovigilance tasks and functions, including the 

role of the QPPV, to another person(s) or organization, but the 

ultimate responsibility for the fulfilment of all pharmacovigilance 

obligations and the quality and integrity of this always resides with 

the Marketing Authorization Holder. 

The same holds true for US regulations2, where although 

an individual is not cited, the license holder is responsible 

for ensuring compliance and any service provider would 

also be cited alongside.

Therefore, although pharmacovigilance may be out-

sourced to a CRO, the ultimate responsibility for the safety 

of the license holder’s products rests firmly with the li-

cense holder (MAH). 

A company with 20 products in a few countries, which 

generate very few adverse events (mostly non-serious), can 

feasibly outsource pharmacovigilance to a CRO.

There will always be “gray areas” of companies that fit 

somewhere in-between these kind of product numbers and 

amount of safety reporting. For these companies, demon-

stration that they were involved in the safety assessments 

and kept routine monitoring of the CRO in terms of compli-

ance and safety analysis will ensure that when inspected by 

the regulatory agencies they can demonstrate responsibility 

to manage the safety of their products and remain compli-

ant. Under these circumstances, the demonstration that the 

company has engaged with the CRO to produce safety com-

pliant systems is the aspect the regulatory authorities want 

to see to ensure patient safety remains the goal of all parties.  
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PATIENT REPORTED OUTCOMES I N T R O D U C T I O N

From the FDA, to the instrument, to the choice of delivery, all steps 
to successful patient reported outcomes give a voice to the people.

Your PRO Road Map
Applied Clinical Trials’ Editors

in instrument development, the FDA, and 

specialists in COPD. 

For sponsors, the key to PRO is under-

standing early what they want potential 

patients and physicians to know about 

how the drug worked for subjective end-

points when looking at the drugs’ label. 

Even a negative experience with a trial 

drug is helpful for future prescriptions. 

Data delivery

Like many processes in clinical trials, 

there is an equal electronic or “e” com-

ponent. This is also true of PRO. ePRO is 

the device or electronic method chosen 

to collect and deliver the subject-gathered 

information in a trial. 

Choosing the most appropriate ePRO 

method depends on the people for which 

the drug being tested is appropriate. For 

example, older people may not have the 

dexterity needed for a PDA, but could 

handle larger tablets or the iPad. Begin-

ning with the patient in mind will also 

help guide the decisions of the best de-

livery method.

For sponsors, while paper collection 

of PROs still exists, the ePRO technology 

offers room for efficiencies. Used in only 

13 percent to 26 percent of trials, industry 

reports list ePRO as the least utilized of 

eClinical technologies. The ability to ac-

cess real-time ePRO data will reportedly 

drive the technology’s adoption over the 

next three years. Areas of ePRO concern 

among sponsors include the ability to in-

tegrate with other systems, ease of use for 

subjects and patients, and improvement 

on the devices. 

N
othing impacts a game plan 

l ike a regulatory author i ty 

e s t a b l i s h i n g  a  g u i d a n c e 

on a particular area of clini-

ca l  t r i a l  conduc t .  Wh ich 

is exactly the case with patient re-

po r te d  ou tcome s (PRO)  and  the 

FDA’s F ina l  Guidance re leased in 

December 2009. The Guidance validated 

a lot of work and achievements from 

PRO thought-leaders, as well as its own 

experts, and validated the need for col-

lection of patient-identified information 

about drugs in clinical trials.

Begin with the patient in mind

There may be nothing as squirrelly or un-

predictable in the clinical trials domain as 

trial subjects. Ask any subject recruitment 

expert: “What makes people enroll in a 

trial?” There are many answers and best 

practices, but trying to predict the behav-

ior of one patient to become a subject, not 

so easy. 

And that is the same with PRO. Try-

ing to put a standardized, comparable 

measurement of investigational drug ef-

fects from the subject’s point of view is 

an enormous effort. There are organiza-

tions and collaborations that have sought 

to standardize the instruments that are 

developed to measure quality of life or 

QOLs and other endpoints in specific dis-

ease states. For example, the NIH’s PRO-

MIS database offers a series of tools to 

“reliably and validly measure PROs.” An-

other example is the EXACT PRO-Initiative 

(www.exactproinitiative.com) established 

by UBC as a collaborative effort of experts 
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CON T EN T S
The contributors to our first insert spe-

cific to patient reported outcomes address 

many of the issues stated in this summary, 

as well as offer important insights, consid-

erations, and case studies for sponsors 

and CROs considering a PRO endpoint in 

their clinical trial. 

We hope you find Patient Reported 

Outcomes 2010 helpful. As always, reach 

out to us for comments or information at 

appliedclinicaltrialsonline.com.
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The importance of choice in electronic patient reported outcome 
solutions in clinical trials.

ePRO: One Size Does Not Fit All
Wilhelm Muehlhausen

high numbers of queries, and a long time 

period to database lock. By eradicating pos-

sible clinician bias, ePRO also facilitates a 

higher level of data accuracy and reliability.

Patient compliance

To ensure the success of a clinical trial, 

there are three key areas of concern that 

must be considered before the selection of 

an ePRO modality. These are target patient 

population, PRO instrument layout, and site 

distribution. To accomplish a high patient 

compliance rate, it is vital for sponsors to 

select the best solution for the patients. 

A single technology provider that can of-

fer all common modalities will support the 

unbiased selection of this ePRO modality. 

The diversity of choice ensures the ability 

to tailor devices to patient’s needs, thereby 

increasing patient compliance. 

IVR technology has proven to signifi-

cantly improve patient compliance. Due 

to its easy availability and capacity to in-

tegrate seamlessly with other applications 

on the market, IVR is a popular choice 

amongst ePRO solutions. ERT offers VIA-

Phone, an IVR that can be utilized either via 

a land line phone or a cell phone. And it is 

easy to use for people who are reluctant to 

embrace more innovative technologies or 

who have reduced physical function. Simi-

larly, those with busy schedules and who 

travel frequently can use their cell phones 

to feedback information. 

When using IVR, the patient will respond 

to automated questions in their preferred 

language and their responses will be logged 

into a database and possibly recorded at 

the same time to confirm authenticity. IVR is 

A
ccording to appliedclinicaltrial-

sonline.com, at the beginning of 

2010 it was predicted that 30 per-

cent of new global clinical trials 

would employ patient reported 

data as their main form of clinical trial as-

sessment. Traditionally, paper diary col-

lection has been the standard method for 

patient assessment. Nevertheless, during 

the past few years the industry has be-

gun to embrace electronic initiatives such 

as electronic patient reported outcomes 

(ePRO) to help streamline the clinical trials 

process, maintain regulatory compliance, 

and monitor patient safety. 

There are many types of ePRO tools 

which offer significant benefits when com-

pared with paper-based methods. The main 

methods are the hand-held device such as 

the PDA, interactive voice response system 

(IVR), the Internet web data capture, the tab-

let, and the digital pen. The devices typically 

facilitate compliance with routine remind-

ers, alerting patients to take their medicine, 

complete diary entries, and submit their 

data to the clinical trial site. 

As the ePRO market continues to steadily 

grow, the technical solutions have increas-

ingly become more sophisticated, with their 

development reflecting the diverse needs 

of clinical trials. The implications of com-

munication technologies on the accuracy 

and overall success of clinical trials are 

significant, with ePRO overcoming many 

problems associated with traditional paper 

methods. Problems that can be mitigated or 

removed by ePRO include patient failure to 

enter data at the correct time and the result-

ing tendency for patients to “invent” data, 



appliedclinicaltrialsonline.com  APPLIED CLINICAL TRIALS    5October 2010

most commonly used for recording patient 

diaries but can also be employed for patient 

randomization and drug-supply manage-

ment. IVR technology is typically used along 

with hand-held devices to streamline sub-

ject enrollment and randomization.

Currently the most popular method of 

ePRO, the hand-held device, can also im-

prove patient compliance. ERT’s VIAPad is a 

pocket-sized mobile computer device used 

to collect data from patients while they are 

at work, at home, or travelling. The compact 

devices are programmed to collect data in 

logical and accessible formats, with adapt-

able touchscreens for those with physical 

impairments such as arthritis or motor dis-

orders. Electronic capture on a hand-held 

device efficiently supplies patients with rel-

evant questions/items at appropriate times, 

making diary completion less complex for 

the patient, therefore enabling sponsors to 

receive accurate, clean data with logical re-

sponse structures.

Visual data

If a PRO instrument requires 

visual scales or other graph-

ical elements, then an IVR is 

often not suitable. Internet 

web capture and hand-held devices both 

have the capacity to execute extensive dia-

ries and questionnaires with visual scales 

and graphical elements. As the global pop-

ulation of frequent Internet users steadily 

increases, the usage of the Internet as an 

ePRO collection modality is also increas-

ing. The Internet can be accessed either at 

the clinician site or in a private setting such 

as the home or office. As yet, Internet web 

capture has only been utilized with desktop 

computers. Internet Web data capture via 

hand-held devices is currently being devel-

oped, but has yet to be widely accepted by 

the PRO community.

Established instruments

Many sponsors who have employed an 

ePRO device before may have established 

workflows and screens based not only on 

the requirements of the protocol, but also on 

the requirement of a specific device; there-

fore they will need a provider that offers this 

specific device. With multiple clinical trials 

being executed, all with their own estab-

lished workflows and screens and correlat-

ing devices, it is essential to have a provider 

that can ensure they offer the full range of 

available tools that can be adapted to any 

previous setup.

Limitations in the site

Another important area to consider in the 

selection of an ePRO provider is the possi-

bility for limitations that come with the geo-

graphic location of the site. Missing com-

munications infrastructure in rural areas may 

not allow the utilization of an IVRS but would 

support the decision to use a hand-held 

device. Depending on the PRO instrument 

and the size of the project, the best solution 

may be to use IVRS and a hand-held device 

within the same project. For this reason, se-

lecting a provider that offers a diverse range 

of modalities is crucial for the success of 

PRO projects. 

Conclusion: a choice of solutions

The selection of the ideal ePRO modality 

is reliant on multiple factors. These include 

PRO instrument complexity, duration, site 

location, patient population, budget, and 

size of trial. In order to ensure an accurate 

and successful clinical trial, vendors must 

offer technologies that are as diverse and 

varied as the clinical trials themselves. Bear-

ing this in mind it is beneficial for sponsors 

to select a single unbiased provider that can 

provide a fully comprehensive collection of 

proven ePRO modalities.

Wilhelm Muehlhausen is Senior Director, ePRO 

Solutions, at ERT, Philadelphia, PA, www.ert.com.

The most popular method of ePRO, 

the hand-held device, can also 

improve patient compliance.
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Companies should consider implementation, concepts, and 
instruments when planning a clinical trial.

Measurement is Strategic
Jean Paty

biopharmaceutical development program: 

When do we think about how to best mea-

sure our product’s efficacy?

Patrick et al.,1 responded to this ques-

tion in their article on a specific type of 

instrument used in clinical trials, the pa-

tient reported outcome (PRO): “Begin with 

the end in mind.” These authors consider 

their target PRO-based labeling claims at 

the beginning of their program planning. 

Specifically, they suggest we consider the 

following questions: What are the con-

cepts (e.g., signs and/or symptoms) that 

we believe are central to establishing the 

drug’s efficacy? Then, what are the instru-

ments that can validly and reliably measure 

those concepts? That is, what instruments 

are fit for the purpose of measuring our 

concepts? Finally, how will instruments be 

implemented in our trials so that we can 

construct the optimal endpoints to support 

our label claims? 

It is noteworthy that Patrick et al.,’s pro-

posed considerations for PRO instruments 

are readily applicable to all instruments 

that will be used to evaluate a product’s 

efficacy and support its registration and 

labeling. Whether the instrument mea-

sures the patient’s perspective directly 

(no interpretation by a clinician), the in-

strument is utilized by a trained health 

professional, the instrument is used by 

a third party (like a parent), or the instru-

ment is a biomarker of some type, it is 

essential to consider if the instrument is fit 

for purpose. More specifically, in order to 

defend the data underlying our registration 

claims, we must be able to provide evi-

dence that any and all of the instruments 

W
hat happens when we are 

very confident that our new 

product is going to be a 

break-through treatment, but 

we cannot measure its ef-

fects? The answer is simple—the product is 

dead. If we can’t measure it, we don’t have 

a product. Measurement is strategic.

On the surface, this analysis seems trite. 

Of course, if we cannot measure the efficacy 

of a product, then there is no way to pro-

ceed. Yet, in the context of planning clinical 

trials to demonstrate our product’s efficacy, 

we seem to regularly forget this simple, fun-

damental component of clinical research. 

How is this manifested? One of the 

clearest examples is in the development 

of our clinical trial protocols. We struggle 

for months (years, at times) to define the 

patient population, to elucidate in excruci-

ating detail the inclusion/exclusion criteria 

for our trial. We pour over the PK/PD data 

to determine the optimal dose(s) for the 

trial. We seek consultation from experts in 

the field on the ideal treatment period, and 

the frequency of assessments to evaluate 

the effect of the product. Then, at the 11th 

hour, we turn to our last protocol, or to a 

published clinical trial in the area, and we 

“grab” the instruments (i.e., questionnaires, 

assessments, measures) to measure the 

product’s effects. We vigorously search 

these sources to ensure the term “vali-

dated” is associated with the instruments. 

We then proceed with simply dropping 

these instruments into the protocol. 

While this example is an exaggeration 

and intended to be provocative, it does 

raise a question for those of us planning a 
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used to measure those claims were actu-

ally right for the task.

Let’s take each of these questions and 

consider their implications for our product 

development planning.

What are the concepts (e.g., signs 

and/or symptoms) that we believe are 

central to establishing the drug’s ef-

ficacy? Quite often in our development 

planning, especially when we are rushed 

to finalize protocols for our trial, we quickly 

jump to selecting the instruments for our 

studies. Patrick et al., reflecting on FDA’s 

proposed path for optimally supporting la-

beling claims, suggest that we start with 

considering what it is that we want to mea-

sure, before we consider how to measure 

it. The first step is to identify the concepts 

that we believe are important and relevant 

in establishing the product’s effectiveness 

(and safety). These concepts may be the 

core signs and symptoms that the product 

should modify or treat. Additionally, these 

concepts might include the follow-on ef-

fects that we expect the product to gener-

ate, for example, positive impacts on the 

patient’s life—also known as health-related 

quality of life (HRQoL). Together, the identi-

fied signs and symptoms and the HRQoL 

effects can convincingly demonstrate that 

the product works, and is meaningful and 

valuable to patients. It all begins with the 

concepts or what we want to measure.

What are the instruments that can 

validly and reliably measure those con-

cepts? That is, what instruments are fit 

for the purpose of measuring our con-

cepts? Once we have identified the rele-

vant and important concepts, we can then 

move to selection of the instruments. This 

is where the traditional terminology “vali-

dated instrument” comes into play. How-

ever, FDA has suggested the terminology 

of “fit for purpose” rather than “validated.” 

Why? An instrument may perform differ-

ently with different patient populations, 

and may not optimally evaluate the key 

concepts identified as central for the prod-

uct. We need to show that the instrument 

validly and reliably measures what we be-

lieve is important for our specific product 

with our specific patient population. Our 

instruments have to be “fit for purpose.”

How will instruments be implemented 

in our trials so that we can construct the 

optimal endpoints to support our label 

claims? Finally, after we have decided what 

concepts we want to measure, and how to 

measure them, we are prepared to consider 

how the instruments will be implemented 

in the clinical trial to generate the optimal 

endpoints. It is important that the clinical 

trial study design deploy the instrument on 

a schedule that best evaluates the product. 

For example, asking patients about their 

symptoms, such as pain, once per week, 

or once per month may not yield sufficiently 

robust data to understand the product’s 

treatment effects on pain. It may be nec-

essary to ask about pain every day, or at 

specific times of the day. The construc-

tion and interpretation of the endpoints is 

typically considered very late in the plan-

ning of trials. In contrast, the FDA spe-

cifically suggests developing an endpoint 

model—showing the connection between 

the proposed labeling claims, the concepts 

being measured, and the endpoints to be 

constructed from the instruments—at the 

beginning of the product development 

planning. Indeed, in our experience, the 

FDA would like to review such an endpoint 

model at the time of the IND submission.

For our products to live, and thrive, 

through the clinical trial process, it is essen-

tial that we have fit for purpose instruments. 

Measurement is strategic.
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Data transmission is the key to successfully using electronic patient 
diaries in drug discovery. 

Don’t Overlook Data Delivery
Trace A. Brookins

data. Wireless data sending has been 

used quite successfully where the net-

works use General Packet Radio Service 

(GPRS) on the 2G and 3G cellular com-

munication systems Global System for 

Mobile Communication (GSM). GPRS is 

readily available in most major Western 

metropolitan areas but may not be as reli-

able in rural parts of the world. This has 

quickly become the most common trans-

mission mode for ePRO providers, and 

with the continual changes in technology 

will become the most efficient and cost 

effective means.

Land line modem technology. His-

torically this had been the most common 

way for study participants to send data in 

a study that uses ePRO. All of the major 

vendors have offered this option. Using a 

toll-free number, study participants can 

send data from their own homes without 

incurring telecommunications charges. 

The idea of plugging in a modem is still 

foreign to many study participants, and 

it can take several minutes to attach and 

disconnect the modem each time it is 

used. Some study participants have dif-

ficulty remembering to disconnect the 

modems and restore their telephones to 

the working phone lines. This creates user 

issues and frustration with the system. Al-

though this transmission method is still in 

use, it is quickly becoming obsolete.

I
t is well documented that one of the 

major advantages of any electronic 

patient reported outcome (ePRO) is 

that the patients enter and send their 

own data in real time. There is no 

waiting for staff at a central site to enter 

the data and perform double data-entry 

quality checks. The data is verified on 

the hand-held ePRO device at the time 

of data entry. Edit checks ensure study 

participants are not allowed to answer a 

question with both “yes” and “no;” they 

must choose one answer. Unlike paper-

based diaries, study subjects are also 

not allowed to write their 

own answers in the mar-

gins, like “Sometimes” or 

draw a smiley face char-

acter that cannot possi-

bly be coded by the data 

management staff. Studies have shown 

ePRO data is more accurate and reliable 

than paper-based diaries.

Once data are entered, study subjects 

are asked to send the information to the 

study’s central server according to pro-

tocol specifics. Data that is successfully 

sent is viewable by authorized study staff 

on a secure Internet site. Depending on 

the nature of the study, some of the trans-

mitted data may be used for preliminary 

analysis while the study is still in prog-

ress. Alerts can also be automatically 

generated in order to improve patients 

and/or site compliance.

Data transmission with hand-held devices

Wireless Technology. This system uses 

cell-phone enabled devices to send 

General Packet Radio Service has 

quickly become the most common 

transmission mode for ePRO providers.
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Dual-tone multi-frequency transfer. 

This method is the most reliable and 

easiest to use. In some remote and un-

derdeveloped areas of the world, this 

may be the only effective way to send 

data. To transmit data, the study subject 

simply picks up the handset of a tradi-

tional telephone, dials a toll-free number, 

places the ePRO device next to the re-

ceiver and presses a button. The server 

answers the call using sounds that are 

interpreted by the ePRO device, which 

in  tu rn  sends data . 

The ent i re t ransmis-

sion takes about one to 

three minutes, depend-

ing on the amount of 

data. Since the study 

participant dials a toll-free number, there 

is no charge to him or her. This method 

was used a few years ago to transmit 

ECG data as well.

Desktop Synchronization. Originally 

thought to be a viable option, desk-

top synchronization is simple to use, 

but requires quite a bit of initial setup. 

The desktop must have the appropriate 

software installed and have a live In-

ternet connection. This method is used 

mostly for sending data from sites rather 

than from the homes of study partici-

pants. Sending data from the sites of-

ten defeats the purpose of having the 

data sent frequently by the par tici-

pants themselves. However, this option 

is still useful for participants in an in-

patient setting and other special cir-

cumstances. Today, there are very few 

ePRO providers of fering this type of 

transmission method.

Conclusions

Choosing the proper method of data de-

livery to the study servers is as important 

as any other part of the study setup. It is 

worth weighing all of the data transmis-

sion options offered before choosing an 

ePRO vendor. The vendor should be able 

to help determine:

 ■ If your study population has access to 

the services it needs for a certain type 

of data transmission. For example, if 

you choose wireless transmission, is it 

available in all of the geographical areas 

where participants live? 

 ■ Whether or not your study population 

will be able to understand how to con-

nect a hand-held computer to a modem 

and how to connect the modem to a 

working phone line, then reconnect the 

home telephone again. 

 ■ How much extra equipment and services 

are needed to send data, and what those 

costs will be throughout the study?

 ■ How easy or difficult it is to send data on 

a regular basis, especially if the study re-

quires frequent data transmission, such 

as daily or several times per week.

 ■ If several transmission methods can be 

used within the same study and/or regions.

Talking to the vendor about all of the 

available options is the best way to en-

sure that the study population receives the 

right hardware and services to success-

fully send the data regularly. A good piece 

of advice: do not limit the ePRO system to 

only one data transmission channel. Al-

ways plan for a back-up method.

After all, the ability to receive frequent 

data transmissions throughout all phases 

of the study is one of the major advan-

tages of using an electronic diary instead 

of a paper counterpart.

Trace A. Brookins, is Director of Business 

Development at Symfo, 11 Beacon Street,

Ste 1230, Boston, MA, e-mail: trace.brookins@

symfo.com.

Choosing the proper method of data 

delivery is as important as any other 

part of the study setup. 
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Electronic patient reported outcomes can help researchers better 
assess a drug’s effectiveness on disorders such as osteoarthritis.

Integrating Objectivity With ePRO
Mark Reed

tion that can be taken into account in pain 

drug assessments.

The method

Murphy used the Act iwatch Score 

(a wrist-worn device from Philips Respi-

ronics), on two study groups, to record 

symptom ratings and objective physical 

activity for women, aged 55 and older. 

One group was comprised of subjects 

with OA; the other were age-matched 

healthy control subjects. 

Subjects wore an Actiwatch Score on 

their non-dominant wrist and were asked 

to complete a log book so symptom data 

could be cross validated. They rated their 

pain, fatigue, and stiffness, based on a 

numeric scale from 0–10. They were asked 

to do this six times a day during a five-day 

home monitoring period. Scores were re-

corded by pushing a button on the device 

in response to an audible reminder. Physi-

cal activity was measured by the integrated 

accelerometer and stored in memory within 

the Actiwatch Score. After the data col-

lection was completed, daily and weekly 

graphs of symptoms were superimposed 

over physical activity to visually demon-

strate the correlation between the objective 

and subjective measurements. 

For cross-validation purposes, subjects 

were also asked to record in their log book 

the time of day that they entered their re-

sponses, a list of any medications they 

took, the number of naps taken if any, and 

if and when they removed the Actiwatch 

Score. At the end of each day, subjects 

were asked to complete physical activity 

logs so that the objective physical activ-

B
ecause electronic patient re-

ported outcomes (ePRO) devices 

are successful in tapping into the 

daily life experience of patients, 

they have become pervasive 

tools in drug assessment. Taking ePRO 

technology one step further by integrating 

objective measurements can provide addi-

tional insight into the relationship between 

reported symptoms and corresponding 

physiological or behavioral measurements. 

For example, understanding a subject’s 

physical activity level before and after re-

corded pain scores can help in the assess-

ment of a drug’s effect on pain intensity 

and physical function.

Pain is the leading reason patients seek 

treatment for osteoarthritis (OA).1 As a 

result, pain drugs are regularly included 

in treatment plans, and compounds are 

commonly evaluated for the purpose of 

reducing OA-associated pain.1 Research 

indicates that increasing physical activity in 

OA patients over the long-term can provide 

a positive health benefit.2 This is a desirable 

labeling claim for drug marketers. However, 

there is a complex relationship between 

pain, fatigue, and physical activity that is 

not always part of pain evaluation. 

Susan Murphy, PhD, an Assistant Pro-

fessor in the Department of Physical Med-

icine and Rehabilitation at the University of 

Michigan, has published multiple studies 

examining pain, fatigue, physical activ-

ity, and pacing strategies for women with 

OA. While Murphy is not assessing drug 

efficacy in these studies, her research 

methods have uncovered a relationship 

between pain, fatigue, and physical func-
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ity data could be linked over certain time 

periods with the types of activities in which 

they were engaged. 

The results

Murphy’s team found a relationship be-

tween activity, fatigue, and pain, that could 

only be examined when symptoms and 

physical activity were recorded together. 

Surprisingly, fatigue correlated better with 

physical function (assessed by physical 

activity) than did pain intensity. Most stud-

ies in OA focus on pain symptom mea-

surements, but in this case fatigue was 

more problematic and more associated 

with decreased functionality. Although sub-

jects with higher pain ratings also tended 

to report higher fatigue levels, this was not 

always the case and the measurement of 

physical activity provided more information 

about how symptoms were experienced in 

daily life. 

A good example which showed the com-

plex relationship between fatigue, pain, and 

activity was a female who had a large pain 

and fatigue increase after a period of high 

activity in which she was taking care of her 

grandchildren. Symptom flares occurred 

because of overdoing activity that then led 

to a prolonged, inactive period of recov-

ery. By having data on how her symptoms 

unfolded within the context of that activity, 

a treatment plan was established to help 

her pace herself to avoid overdoing it while 

maintaining an active lifestyle. 

While Murphy’s work was targeted at 

managing symptoms and overall functional-

ity through pacing of physical activity, her 

approach can be useful in drug evaluations. 

For drug studies, recording these symp-

toms and physical activity together may 

document functionality increases as a result 

of pain reduction. It may also document 

situations where increased pain symptoms 

may occur due to elevated activity.

Conclusion

According to Murphy, “The Actiwatch 

Score successfully collected pain and fa-

tigue symptoms in real time while simul-

taneously recording the objective mea-

surement of physical function. The device 

provided a large amount of information 

with an acceptable burden to the subject. 

Compliance in this population of older 

adult women wearing the Actiwatch Score 

was high. Although entering information 

into the Actiwatch Score required some 

training, a standardized set of instructions 

was developed that was beneficial.” 

Murphy’s research in OA using the 

Actiwatch Score demonstrated that it 

can be an important tool to refine clinical 

symptom management. Understanding 

symptoms in terms of the timing of onset 

and severity, patterns over time, and the 

relationship between these symptoms and 

physical activity provided a foundation for 

a better overall picture of the functional 

state of the patient. 

While this example comes from efforts 

to refine therapeutic strategies, it illus-

trates how this approach could be applied 

to improve drug evaluation efforts as well.
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Some sponsors are still hesitant to convert to electronic collection 
methods for a number of reasons.

The ePRO Adoption Barrier
Jeff Albrecht

enough time or resources to implement. 

In response, some in the ePRO industry 

have turned the volume up on their mar-

keting pitch, even advocating a ban on 

the use of paper diaries. 

Another approach is to focus on creat-

ing solutions that improve ePRO’s return 

on investment (ROI) to encourage its use. 

To address improving ROI for ePRO,  it 

is beneficial to first identify ePRO’s pri-

mary cost drivers—project costs (includ-

ing study start-up, internal project risks, 

and timelines), hardware expenses, and 

software licensing fees all contribute to 

the overall price tag of carrying out a suc-

cessful clinical trial. Let’s look at project 

costs first. Historically, a typical study 

involves:

 ■ Five specification meetings averaging 

two to four hours each

 ■ Collaboration and agreement among a 

transatlantic team of ten

 ■ Hundreds of hours writing and re-writing 

specifications documentation

 ■ Four draft reviews of specification docu-

ments 

 ■ Five weeks from study kickoff to final 

specifications

 ■ Six weeks to configure and test the 

ePRO software

 ■ Two days of UAT for data management 

requirements

 ■ An expensive mid-study change due to 

changing study requirements

Every time a new study is initiated, 

study teams have to repeat these tasks, 

regardless of whether the studies are us-

ing questionnaires and programming logic 

from previous trials. This “build-it-again-

T
echnology’s impact on health 

care has been extraordinary. 

From laparoscopic surger y 

to electronic medical records, 

ideas and innovation are improv-

ing and extending the lives of people 

around the world. In the pharmaceu-

tical industry, companies have widely 

adopted electronic systems to perform 

such tasks as randomization, electronic 

data capture, and enforcement of drug 

safety to streamline their clinical trials. It 

seems rather perplexing, however, that 

the patient reported outcomes (PRO) 

landscape is still littered with paper dia-

ries when it’s clearly been demonstrated 

that electronic patient reporting ensures 

more accurate data and greatly improves 

patient compliance.

The ePRO industry has invested a de-

cade of effort and money into expanding 

the use of ePRO. It has broken through 

challenging adoption barriers to technol-

ogy, regulation, risk management, train-

ing, change management, and system 

integration. As a result, sponsors have 

leveraged ePRO for the majority of well-

funded Phase IIb and III clinical drug trials 

where receiving high-quality data in a well 

controlled environment is essential. None-

theless, Phase II and IV drug trials, con-

sumer products trials, academic clinical 

trials, and studies where patient reported 

outcomes do not serve as a primary end-

point are still relegated to paper. 

The most common reasons sponsors 

give for not using ePRO are: it does not 

fit into the budget; the risks of switching 

to ePRO are too costly; and there is not 
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and-again” process increases costs, ex-

pends vital resources, and delays proj-

ects on behalf of the sponsor and the 

ePRO vendor. 

Solutions that Improve ePRO’s ROI

Leveraging technology would make a 

significant impact on improving ePRO’s 

ROI, reducing start-up costs, eliminat-

ing project risks, shortening timelines, 

and easing hardware expenses. Web-

based design tools, for example, allow 

non-technical people to collaborate 

across the globe, creating blogs, web-

sites, and sharing photos and videos. 

These same tools can provide the capa-

bility to build complete ePRO studies. 

Study teams can design their own ePRO 

solution online, in real-time, automat-

ing and accelerating the development 

cycle, while eliminating the 

common points of failures: 

errors involved in require-

ments gathering, software 

programming, manual test-

ing, translation, and project 

delays. As a result, study teams could 

identify and correct requirement errors 

early, rather than waiting months for a 

first viewing during user acceptance 

testing (UAT). Users could also review, 

enter, and transmit data, which would 

allow them to test data plans prior to the 

completion of UAT. 

The web-based, study build environ-

ment facilitates a growing library of ePRO 

questionnaires; each time a questionnaire 

is designed, it can be stored in an online 

library to be used in subsequent stud-

ies. This dramatically reduces the variable 

costs and time required to build ePRO 

questionnaires, enabling faster, more in-

formed decisions. 

Purchasing subject devices is an addi-

tional project expense. On average, hard-

ware costs represent 40 percent of total 

project costs. Unfortunately, devices have 

the potential to become obsolete due to 

the rapidly changing nature of technolo-

gies. We must engineer scalable solutions 

that adapt to, and accommodate, ever-

evolving technology and perform across 

multiple platforms. This strategy allows 

devices to be reused on additional stud-

ies and prevents sponsors from being 

saddled with unusable, outdated devices. 

Also, in the event that a mid-study up-

grade needs to be made, it can be done 

easily and inexpensively. Moreover, le-

veraging technology allows devices to be 

reconfigured in the field, minimizing the 

number of devices deployed at each site, 

reducing costs further.

Finally, the pricing structure for soft-

ware licensing fees has prevented ePRO 

from being used in a variety of trials, 

confining ePRO to only Phase IIb and 

III studies. The ePRO industry needs to 

embrace a modular approach to service 

delivery and licensing to accommodate 

varying needs and budgets. This ap-

proach would allow a wider section of 

clinical trials, including Phase II & IV, con-

sumer products, medical devices, and 

even academic research. 

By understanding our clients’ true 

needs and thinking innovatively to develop 

solutions that make more efficient use of 

study resources and increase productiv-

ity, the ePRO industry will succeed in en-

couraging ePRO adoption. As a result, we 

can lower each sponsor’s cost of running 

ePRO projects and drive higher ROI. 
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and accelerating development.



14    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

PATIENT REPORTED OUTCOMES

When deciding on an ePRO technology that subjects know and 
understand, the cell phone could prove invaluable to compliance.

For Patients on the Go
Tim Davis

use of ePRO tools as a way to streamline 

the drug development process, improve 

data quality, and simplify the regulatory 

submission process. ePRO tools offer a 

channel where data can be captured di-

rectly from the patient without additional 

processing leading to higher result valida-

tion. Capturing an objective voice of the 

patient in their own ambience and envi-

ronment, ePRO decreases patient burden, 

bias answers, and human interference, 

permitting quality of life elements to a 

technology tool. By utilizing ePRO tools, 

study data is available in real-time, pro-

viding sponsor companies a better sense 

of how a study is progressing and the 

ability to monitor patient adherence to 

protocol requirements. 

With ePRO, data entries are centrally 

stored and automatically time-stamped, 

enabling the definition of time windows 

in the application to limit data entry to 

only the protocol-defined times. Reminder 

alarms, on-screen instructions, and other 

ePRO features eliminate the need for ret-

rospective entry of data. With all the data 

in an electronic format, a complete audit 

trail of all source data is easily and auto-

matically maintained. The use of ePRO 

tools facilitates secure data storage in 

case of natural disasters and provides a 

streamlined system of collecting data that 

is accurate and consistent. 

ePRO technologies now encompass in-

teractive voice recognition, Personal Digi-

tal Assistants (PDA), wireless PDA, and 

web-browser based solutions. However 

in recent years, there has been significant 

growth in the adoption of inexpensive por-

T
he challenges in the pharmaceuti-

cal industry are well known. Drug 

development cycles are long and 

costly, highlighting the need for 

innovation to improve R&D pro-

ductivity. The scope of data being col-

lected has grown significantly and as a 

result, electronic versions of paper instru-

ments entered the clinical arena, expand-

ing the adoption of electronic patient re-

ported outcome (ePRO) tools. 

The clinical research industry is evolv-

ing—understanding the “patient voice” is 

now seen as critical to success. Patient 

engagement determines the success of 

clinical studies; enlightened companies 

are now focussing on the voice of the pa-

tient through technology implementation. 

The patient-centric approach is pioneer-

ing the automation and simplification of 

patient data capture through the use of 

complimentary technologies. The transfor-

mation can be seen in the arena of patient 

reported outcome (PRO) data capture 

where the use of technology has led to an 

explosion in the variety of ePRO tools that 

are available to the study sponsor.

ePRO technologies 

In compliance with current regulation, the 

FDA final guidance defines a PRO as any 

report of the status of a patient’s health 

condition which comes directly from the 

patient without interpretation of the re-

sponse by a clinician. Drug developers 

and international regulatory authorities 

have become increasingly receptive to the 

use of ePRO devices for data capture in 

clinical trials. CROs and sponsors see the 
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ployed. Patients receive a text message 

that contains a link to a secure internet 

site containing the eDiary. The patient can 

connect to the eDiary via mobile Inter-

net and access the PRO questionnaire. 

This type of technology enables a wide 

range of questions to be presented and 

viewed on any cell phone. Online eDiaries 

allow for more complex questionnaires 

and lengthier patient responses.

Recent studies have shown that cell 

phone-based eDiaries can increase pa-

tient compliance rates by up to 95 per 

cent, contributing to the reduction in over-

all clinical development costs. 

Conclusion

Compared to traditional methods of 

data collection, the use of technol-

ogy provides significant benefits to the 

clinical arena. As with all technologi-

cal advances, there is an underlying 

risk that solutions are designed with-

out any consideration for the end user: 

the patient. Moving forward, there will 

be a need for clinical trials to adapt to 

the requirements that regulatory bodies 

are insisting upon, which is the reason 

the industry will see a large uptake in 

technology. Technology will therefore 

need to be consistent across all areas 

and within all countries in the clinical 

trials process. Easy-to-use technolo-

gies provide better patient compliance, 

increased data quality, and potentially 

reduced cl inical t imelines. The cell 

phone platform is valuable in the quality 

of responses from patients and faster 

time to analysis, enabling researchers to 

take new and enhanced measurements 

from patients. How these instruments 

are utilized in the future will drive more 

electronic uptake, providing essential, 

quality feedback. The main focus is the 

patient experience and tying this into 

the sponsor’s needs. 

Tim Davis, CEO, Exco InTouch Ltd, Hertfordshire, 

UK, tim.davis@excointouch.com.

table devices such as the cell phone and 

the smart phone. CROs have found that 

cell phone technology allows a patient 

friendly and practical means of data col-

lection in an everyday setting.

Mobile capabilities within ePRO

Successful patient engagement can be 

achieved through the use of this ubiq-

uitous, and recognizable modality. With 

an estimated five billion cell phone users 

worldwide, cell phones are a common 

platform for patient engagement in clinical 

trials. They are familiar; easy to use; effec-

tive in recruitment, retention, and compli-

ance; and capture patient data as close to 

the point of experience as possible. 

Data collection in an everyday setting 

with mobile applications then demands 

the technology be simple and user-

friendly for the patient. If it is too onerous 

for a patient, compliance rates are ad-

versely affected.

This has led to the development of mo-

bilePRO, which offers the pharmaceutical 

and medical industries a real-time, easy-

to-use data capture solution for clinical 

trials. The benefits include:

 ■ customization to suit the requirements 

of the trial. 

 ■ intuitive user interface and navigation 

enhances the user experience, which 

positively impacts adoption and on-go-

ing compliance from patients, regard-

less of their age and demographics. 

Where specific and targeted data col-

lection is required, patients can com-

plete eDiary questionnaires via a se-

ries of text messages sent to their cell 

phone. If a response is not received by 

the patient within a certain time frame, 

a text message reminder can be sent to 

prompt a response. The ability to cap-

ture patient data in real-time means that 

investigator site staff can be alerted to 

abnormal patient data and react to en-

sure patient safety. 

Where more complex patient data is 

required, mobilePRO eDiaries can be de-
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The industry is headed towards a patient-centric approach to data 
capture, utilizing multiple collection formats.

The Future of ePRO
Joseph Bedford

research to illustrate how ePRO is changing 

and shaping the way sponsors will conduct 

clinical trials in the near future.

While the current major objective to col-

lect PRO data is to support clinical trial 

endpoints in regulatory submissions, com-

mercial reasons are increasingly becoming 

more important. Although 83 percent of 

sponsors claim their key reason for col-

lecting PRO data is to support clinical trial 

endpoints, only 65 percent believe it will be 

so in two to three years. By contrast, using 

PRO data to support medical affairs/pub-

lications strategies is a main objective of 

only 27 percent of sponsors today, but will 

grow to 54 percent in the next two to three 

years. Similarly, only 18 percent of sponsors 

use PRO data to support marketing initia-

tives today, while 54 percent foresee using 

it that way in the future. Surprisingly, only 15 

percent of sponsors currently use PRO to 

establish relationships with patients, but 54 

percent see it being used for that purpose 

within two to three years. Why?

In today’s difficult climate characterized 

by increasing R&D spending with fewer 

successful new drug approvals, compa-

nies have turned to life-cycle extension 

strategies to generate as much income as 

possible from existing products. Mean-

while, it is no longer sufficient to simply 

demonstrate that a drug works to obtain 

approval/reimbursement; biopharmaceuti-

cal companies have to utilize quality of life 

(QOL) and PRO data to support submis-

sions. An executive at a sponsor company 

summed up this trend succinctly: 

It no longer is appropriate that you just prove that 

your drug works, you have to prove that it’s better 

C
linical trial design and implemen-

tation has historically focused on 

a variety of clinical, medical, lo-

gistical, organizational, and sci-

entific matters. At the center of 

most studies are activities conducted by 

clinical trial sites, clinical research organi-

zations (CROs), drug supply management 

firms, contract laboratories, technology 

vendors, and others necessary to adminis-

ter the study design and protocol in coor-

dination with the research sponsor. 

Unfortunately, sometimes patients can 

get lost in the mix. While sponsors conduct 

feasibility studies and consult with patient 

recruitment specialists to devise a plan 

for recruiting patients, little time is actu-

ally spent considering the patients’ needs, 

preferences, and lifestyles, and how to 

make the trial “patient-friendly.” Today, that 

is changing, sponsors are realizing that tri-

als need to become more “patient-centric” 

in order to assure compliance and prevent 

patients from withdrawing. 

Studies involving electronic patient re-

ported outcomes (ePRO) are at the fore-

front of the trend of “patient-centric” 

clinical trials, according to recent market 

research involving over 100 respondents 

from biopharmaceutical companies. Almac 

Clinical Technologies sponsored blinded 

research with a diverse sample composed 

of top 50 biopharmaceutical companies, 

medium-sized firms (greater than $1 billion 

in sales), and small/emerging biopharma-

ceutical companies. Insights were gener-

ated from both in-depth interviews and 

responses by over 70 professionals via an 

online survey. This article leverages that 
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than someone else’s that’s already out there in order 

to be competitive. We’ve seen that recently in the 

market with a few other drugs failing to get approved, 

not because they do not work, but because they 

just didn’t show a benefit versus something that’s 

already approved at a cheaper price. So, I think get-

ting quality-of-life data will be a major piece in order 

to support how a drug is better than its competitors. 

My company is 100 percent behind ePRO and plans 

on using it in every trial that has QOL.

Given these objectives, sponsors are 

seeking ways to make it easier to collect 

PRO data and most often are utilizing ePRO 

data collection methods. When asked what 

criteria they use to select a particular tech-

nology for ePRO, ease-of-use by trial patient 

was the most highly rated. It is not surpris-

ing that sponsors are increasingly turning to 

“patient-friendly” means to collect PRO data. 

In fact, when presented with seven options 

for data capture, the three fastest growing 

methods were cell/mobile 

phone, Internet, and mo-

bile Internet respectively, 

all of which allow patients 

to complete diaries nearly 

anywhere in a convenient 

and timely manner. All three options allow 

for sponsors to send patient reminders elec-

tronically via text messages, e-mails, and 

outbound calls in an effort to improve patient 

compliance and the quality of data.

As “ease-of-use” of technology continues 

to grow in importance to sponsors, so has 

the tendency to use multiple ePRO devices 

to collect PRO data in the same trial. Spon-

sors are willing to spend money and time to 

cross-validate multiple modes because the 

costs are negligible when compared to the 

benefits that a multi-modal approach pro-

vides in terms of data capture efficiencies, 

particularly in large global trials. As one 

sponsor noted: 

The bigger the trial, the more options you are 

willing to grant. For a current big study that we are 

planning of 6,000 or more patients, we are offering 

different methods. If it is small like 200 patients, we 

go with one technology the physicians and/or pa-

tients can accommodate.

The likelihood to use multiple ePRO de-

vices in one trial is understandable con-

sidering the top three reasons for select-

ing a device are reliability, ease-of-use, 

and cost, as our research indicates. The 

end game is getting the highest volume 

and data quality possible to support the 

study, and using multiple data capture 

methods helps achieve that goal. Yes, 

cost is important, and is a major reason 

why sponsors are looking towards mobile 

phones and the Internet. As a clinician 

from a top 50 Pharma noted: 

The web-based applications that are out there, 

the very simple ones, are very attractive because 

they are quick and easy. I also think mobile phone 

technology will play a large role as it gets more 

established. That is where the advances will be in 

ePRO. With the weight of the companies behind 

those technologies, it will drive down the cost, and 

that will ultimately be where the people will go.

In summary, as commercial concerns 

continue to become more important at 

biopharmaceutical companies in an ever-

more competitive marketplace for phar-

maceuticals, the clinical trial of the future 

will increasingly be focused around the 

needs of the patient and gathering patient 

insights. PRO will become a more impor-

tant aspect than it is today, as it helps 

companies make a strong medical and 

commercial case for particular drugs with 

regulatory and commercial agencies. To 

succeed in this new world, companies will 

need to implement studies that employ 

multiple ePRO devices to capture data 

from patients in a way that is user-friendly, 

as well as improves patient satisfaction 

and compliance during the trial. 

Joseph Bedford, PhD, is Director, Marketing, at 

Almac Group, 25 Fretz Road, Souderton, PA 18964, 

e-mail: Joe.Bedford@almacgroup.com.

The clinical trial of the future will 

focus around the needs of the patient 

and gathering patient insights
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ALK-Abelló used electronic collection methods of subject data for a 
dust mite allergy tablet-development clinical trial.

ePRO in Action: A Case Study
Valdo Arnera, MD

feedback to subjects and study personnel, 

which is not possible with paper diaries. 

When the subject completed the diary, the 

LogPad reported medication compliance. 

Subject data was sent daily to sites so 

they could quickly identify those subjects 

who needed observation or follow up right 

away instead of waiting until the subjects’ 

next visit. The LogPad reminded subjects 

of their next visit, decreasing the number 

of missed appointments.

Three different doses of HDM were 

compared with placebo to determine the 

safest effective dose. The drug’s effec-

tiveness was evaluated based on sub-

jects’ use of rescue medication, reported 

changes in quality of life measurements, 

and physiological measurements such as 

lung-function tests.

The main conclusion of the trial was 

very positive. Subjects treated with the 

HDM immunotherapy tablet in the highest 

dose achieved a 50 percent reduction (me-

dian value) in their use of inhaled cortico-

steroids (rescue medication) compared to 

the amount used before treatment began.

Data collection

ALK used ePRO for this trial instead of 

paper, based on its eDiary experience and 

the trial design. The study team had pre-

viously used ePRO and was impressed 

with the ability to get real time observa-

tion of results, which could not have been 

obtained on paper diaries. The enhanced 

access to data made ePRO particularly 

suited for the HDM trial design.

The study included investigational 

sites both with and without experience 

A
LK is currently developing a 

house dust mite (HDM) immu-

notherapy tablet. In the latest 

HDM clinical trial, ALK used an 

ePRO system from PHT to en-

able subjects to record their experiences 

in the trial. ePRO is the electronic capture 

of patient reported outcomes (PRO) data 

from study subjects. This was the seventh 

trial in which ALK used ePRO solutions 

from PHT. 

The trial

The randomized, double-blind, placebo-

controlled HDM trial began in August 

2006. It encompassed 604 subjects at 81 

sites in eight European countries. Partici-

pating subjects were randomly assigned 

to one of three doses of active treatment 

or a placebo treatment. In addition to tak-

ing the study drug, subjects were allowed 

to use predefined rescue medication to 

treat acute symptoms. 

In the morning and evening, subjects 

recorded their allergy and asthma symp-

toms, use of rescue medication, and an-

swered other PRO questions on PHT’s

eDiary, the LogPad. Questions included 

the number and severity of asthma symp-

toms, use of rescue medications, peak flow 

lung function measurements, and whether 

they took the study medication as directed. 

Each week, subjects entered their re-

sponses to a standardized questionnaire, 

the Asthma Control Questionnaire.

The questionnaires ALK used for the 

trial included information about medica-

tion dosage, severity of symptoms, and 

mood. ALK wanted to provide immediate 
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using eDiaries. Investigators and study 

coordinators at the sites acted as sub-

ject support, helping subjects learn how 

to use the intuitive software and com-

plete the questionnaire. Study physicians 

reviewed the subject responses in an 

online portal that provides real time ac-

cess to data collected. After reviewing 

the data, physicians called each subject 

based on their responses. 

ALK noted that the data quality cap-

tured from ePRO is superior to paper. 

While it took longer to set up eDiaries than 

to distribute paper ones, overall eDiar-

ies required fewer resources. The exact 

time a subject entered the data could be 

tracked, providing a higher quality of data. 

A higher compliance was realized—the 

LogPad sent alerts to remind subjects to 

enter information on a routine basis.

Stig Christensen, International Planning 

and CRO Manager at ALK, said that the 

ePRO system was ex-

cellent and proactive, 

yielding high data qual-

ity. “The ePRO system 

resulted in higher sub-

ject compliance than 

ALK expected and subjects seemed posi-

tive about using the eDiaries, including the 

LogPad alerts which reminded them to 

complete their questionnaires on time.”

ALK selected ePRO because it met AL-

COA (attributable, legible, contempora-

neous, original, and accurate) standards, 

recommended guidelines by international 

regulatory bodies. An ePRO system offered 

both ALK and its sites permission-based 

real-time access to the eDiary data through 

a hosted central server. Sites could easily 

notice trends in subjects’ response rates 

for the questions—site personnel could 

applaud subjects that were very compliant 

and encourage or troubleshoot with sub-

jects that were not completing diaries.

Review

ALK sees PHT as a partner who provides 

ongoing consultation about merging sci-

ence and technology efficiently, a commit-

ment to quality and improvement, and in-

house help desk for eDiary support. At the 

conclusion of the trial, PHT provided sites 

and sponsors with a fully-reconstructible 

archive—the archive is easy for regulatory 

bodies to re-create the trial and is simple 

for sites to use.

The complexity of the randomized, par-

allel-group, double-blind, placebo-con-

trolled, multi-center, multi-country HDM 

trial reinforced the need for building in-

stitutional memory regarding ePRO, for 

future studies. This led to the innovative 

idea of starting an internal user group 

meetings forum. The group met regularly 

to exchange knowledge among the many 

employees who had worked on ePRO 

trials, develop best practices, and com-

municate efficiently with PHT. Discussions 

included study status, communication 

needs, and logistical issues. 

For ALK, the user group meetings de-

fined areas of improving processes both 

within ALK and PHT’s study teams. One 

important result was setting up stan-

dard reports. 

One year after the evaluation of the 

HDM trial, the user group met regularly 

with PHT for seamless knowledge trans-

fer from one HDM trial to the next. The 

company developed an innovative com-

munications approach that enabled new 

team members to quickly learn about 

the trial, provided executive insight into 

ALK’s ePRO initiatives, and established 

a forum for developing new solutions and 

support strategies. 

Valdo Arnera, MD, is General Manager of PHT 

Corporation Sàrl 2, chemin Louis-Hubert 1213 

Petit-Lancy, Geneva, Switzerland, e-mail: varnera@

phtcorp.com.

While it took longer to set up eDiaries 

than to distribute paper ones, overall 

eDiaries required fewer resources.
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A look at how electronic patient reported outcomes improved 
efficiency in clinical trial studies.

Beyond Primary Efficacy
Keith Wenzel and Sue Rizzo

subjects. ePRO can be effectively used in 

these trials to not only collect primary effi-

cacy data, but also to administer diagnos-

tic criteria to evaluate a potential subject’s 

eligibility for a trial. For example, IVR has 

been used to first administer the diagnos-

tic criteria for generalized anxiety disorder, 

then to enroll the study subjects, and fi-

nally to collect primary efficacy data.3 

Facilitating adaptive trial designs

ePRO drives efficiency in clinical trials in 

a variety of ways. Rising drug develop-

ment costs and the pressure to reduce the 

time to submission intensify the need for 

improved efficiency during development. 

Adaptive trials permit sponsors to perform 

scheduled interim analyses to allow the 

dropping of ineffective doses or early ter-

mination of a study. In a Phase IIa study4 

conducted in 32 study centers across Eu-

rope, Canada, and Australia, IVR technol-

ogy was used to gather each patient’s 

daily pain score. Since the source patient 

data is stored electronically, it could be 

automatically transferred for the interim 

analyses. Due to time lags in data entry 

and the poor compliance of study sub-

jects with paper-based diaries, it would 

be difficult, if not impossible, to conduct 

such a study on this scale with the use of 

paper-based diaries. For this study, the 

sponsor estimated $800,000 of direct cost 

savings through early termination and an 

indirect savings of $1.3 million. 

Revisiting primary efficacy data

From its print advertising and television 

commercials, readers, at least those in the 

T
he pharmaceutical industry rec-

ognizes that collecting primary ef-

ficacy data electronically, improves 

data integrity. Increasingly, many 

sponsors are leveraging the full 

range of models for the use of electronic 

patient reported outcomes (ePRO) systems. 

Research demonstrates that sponsors 

have moved beyond primary efficacy to 

also electronically collect safety, eligibility, 

health-related quality of life, and medica-

tion compliance data.1 This article reviews 

a sample of ePRO models based on real-

world use by pharmaceutical companies.

Changed health status notification

In a large, global, pediatric Phase III trial,2 

ePRO was used to alert busy sites of a 

change in health status for study subjects. 

In this influenza study, parents or caregiv-

ers reported symptoms and healthcare 

utilization data at baseline, day 3, and then 

weekly for six months using an interactive 

voice response (IVR) ePRO system. After 

this brief report—average call length of 

139 seconds—study sites were automati-

cally alerted of the development of flu-like 

symptoms and/or a visit to a healthcare 

provider which required follow up by the 

study site. The alerting system eliminated 

the need to make approximately 186,000 

outbound calls to check on study sub-

jects—saving considerable time, while en-

suring prompt site notification of a sub-

ject’s changed health status.

Screening to enrollment to measurement 

In late phase trials, sponsors need cost 

effective methods to screen and assess 
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United States, know that the drug eszopi-

clone has become part of the popular cul-

ture (under the name Lunesta®). Much of 

the primary efficacy data for eszopiclone’s 

randomized, multi-center, placebo-con-

trolled trials were collected electronically. 

The sponsor’s use of ePRO5,6 illustrates the 

benefits of the increased use of technol-

ogy. Study subjects reported their sleep 

and daily functioning via twice-daily calls 

(which lasted an average of 5.3 minutes) 

and weekly assessments for six months. 

In two of the studies, it is notable that the 

average age of study subjects exceeded 

71 years. Subject and site acceptance 

was high and by the first month, a statisti-

cally significant separation from placebo 

was demonstrated. Andrew Krystal and 

his colleagues indicate that “it provides 

accurate entries that are time-stamped, in 

contrast to paper diaries.”6

Choice of technology

The case studies presented in this article 

demonstrate the effectiveness of IVR. In 

fact, the data could have been collected 

equally effectively using a number of mo-

dalities, including PDAs, tablets, or the 

web. Today there are two main electronic 

modes available for collecting data di-

rectly from patients: telephone (IVR)- and 

screen (PDA)-based systems. Both sys-

tems offer major advantages over paper-

based administration; determining which 

mode is best should not be based on in-

dividual preference, but rather, relevant 

study-specific factors that have implica-

tions on data quality and patient accep-

tance. Tools are now being developed 

that, when used properly by clinical trials 

sponsors, result in an objective, quantita-

tive comparison of the relative merits of 

ePRO modalities.7

Conclusion

ePRO is a very powerful tool to gather 

very different types of data. ePRO sys-

tems are now firmly established within the 

industry, and the use of ePRO is growing 

rapidly as a result of improved data qual-

ity, regulatory acceptance, and increased 

clinical trial efficiencies. Models for use in-

clude safety data, assessment of onset of 

action, disorder/symptom severity, study 

eligibility, and protocol/medication compli-

ance monitoring. Future improvements in 

technology promise more efficiencies and 

increased data integrity and expansion 

into innovative new models of deployment. 
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FDA’s guidance on patient reported outcomes provides valuable 
insight on using PROs to authenticate label claims.

A Winning PRO Game Plan
Mark Kosinski

 ■ Dif ferentiate the product from the 

competition

 ■ Educate consumers and healthcare 

providers 

 ■ Develop powerful, well-defined market-

ing communications

 ■ Increase brand awareness

So, what is the FDA looking for ex-

actly? Simply put, they want to know the 

PRO actually measures what it intends 

to measure for the patient population in 

a clinical trial. Among other things, they 

examine the PRO’s characteristics (e.g., 

the concepts being measured, such as 

symptoms or effects on a particular func-

tion), conceptual framework (e.g.,a dia-

gram of the relationships between the 

questionnaire or items in a PRO and the 

concepts measured), and content validity 

(e.g.,evidence from qualitative research 

demonstrating that the PRO measures the 

concept of interest).

If a PRO is to be used to support a la-

bel claim, the FDA suggests determining 

at the outset of the product development 

process whether or not a PRO exists that 

will work. If not, a new PRO can be cre-

ated from scratch or by modifying an ex-

isting PRO. In other words, a PRO game 

plan is needed, and it is needed early.

Planning to succeed

QualityMetric Incorporated has developed 

a comprehensive, step-by-step PRO de-

velopment process that lays the ground-

work for meeting the FDA’s requirements. 

The key stages of our process include:

 ■ Developing a conceptual framework: 

This initial stage involves a literature 

T
he rule book may be new, but 

the goal is the same: prove to 

consumers that your product 

works. One of the keys to suc-

cess is making sure you use the 

rule book to your advantage. 

The rule book in this case is the FDA’s 

guidance on patient reported outcomes 

(PROs) issued last December. The guid-

ance provides valuable insight into the 

FDA’s requirements for using PROs to 

substantiate label claims. As a result, 

the information in the guidance can be 

used to facilitate communication with 

the FDA throughout the product devel-

opment and clinical trial process. The 

guidance also standardizes the process 

for developing PROs and presenting out-

comes data so that they’ll be accept-

able. Ultimately, it puts everyone on the 

same page.

What it means

It’s true the guidance sets a higher stan-

dard for proving the appropriateness 

of a PRO for a particular application. 

However, the payoff for meeting that 

standard is substantial: the opportu-

nity to state claims on labels, inserts, 

and other promotional materials. Which 

brings us back to the al l- impor tant 

consumer. The ability to put a prod-

uct’s claims in terms that matter most 

to consumers, such as the ability to 

work, have energy, and be happy, im-

proves the chances the product will be 

accepted and used. It also sharpens the 

competitive edge by making it easier for 

the company to:
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review, patient and key opinion leader 

interviews, creation of a disease model, 

and consultation with governing or 

regulatory bodies. QualityMetric has 

access to clinical experts—including 

physicians representing a broad range 

of medical specialties—who can assist 

during this stage.

 ■ Survey development: At this stage, we 

focus on the creation of items or ques-

tions for key concepts. 

 ■ Cognitive/pilot testing: This testing 

stage allows QualityMetric to gain in-

sight into a respondent’s interpretation 

of items and terms, and identifies items 

that are vague or difficult to understand. 

 ■ Val idat ion studies: 

Validation is a cru-

cial part of the devel-

opment process in 

which PRO tools are 

tested to make sure 

they measure what is intended. A pri-

mary purpose of validation is item re-

duction—to identify and keep the best 

performing items. 

QualityMetric also provides the docu-

mentation the FDA requires to support the 

use of the PRO. By following this process, 

we can ensure a scientifically valid PRO 

that complies with the FDA’s guidance.

A versatile tool 

A company’s needs should be a driving 

force behind any PRO game plan. In addi-

tion to substantiating label claims, a com-

pany most likely has many other needs 

that a PRO can satisfy. By establishing 

and following a PRO strategy that spans 

the entire clinical trial continuum an im-

pressive body of evidence about the ben-

efits of a product and how it impacts the 

way patients feel and what they are able to 

do, can be accumulated. The information 

can be used in many ways:

 ■ Identify profitable new applications 

and markets for a product by ana-

lyzing targeted populations for unmet 

medical needs. 

 ■ Prove the positive impact of a prod-

uct on patient health and, ultimately, 

health expenses.

 ■ Answer questions about comparative 

effectiveness in order to build an eco-

nomic case for a product with insurers. 

 ■ Facilitate understanding of real-world 

experiences with the product to protect 

the safety of consumers—and a com-

pany’s reputation. 

PROs can be an important way to ride 

the wave of consumerism in healthcare. 

They can become a tool for consumers 

who don’t necessarily understand the 

clinical jargon that often describes the 

effectiveness of a product. If they realize—

through the use of PROs—that they are 

more likely to go back to function without 

limitations, have energy, and be happy, 

they can make better choices. 

Over the past 10 to 15 years, PROs 

have become an integral component of 

the clinical trial process. Along the way, 

healthcare professionals, product manu-

facturers, and PRO developers have found 

new and innovative ways to use these 

tools to design and promote products as 

well as deliver better care. Whatever the 

goal, it’s important to tap all the resources 

available to achieve it. 

Mark Kosinski, MA, Vice President and Senior 

Scientist at QualityMetric, now part of i3, 24 Albion 

Road, Bldg 400, Lincoln, RI, e-mail: mkosinski@

qualitymetric.com.

Developers have found new ways to 

use these tools to design and promote 

products and deliver better care.



24    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

PATIENT REPORTED OUTCOMESPATIENT REPORTED OUTCOMES C O N T R I B U T O R  I N D E X

AD PAGE* CONTACT INFORMATION NAME

*Ad page corresponds to the October 2010 Applied Clinical Trials issue.

ALMAC Group

25 Fretz Road

Souderton, PA 18964

Phone: 215-660-8500

Fax: 215-660-8501

E-mail: clinicaltechnologies@almacgroup.com

Website: www.almacgroup.com

49

Arrowhead Electronic 

Healthcare

1120 South Capital of Texas Hwy

Building 1, Suite 100

Austin, TX 78746

Phone: 512-652-0260

Fax: 512-732-2238

E-mail: sales@aheh.com

Website: www.aheh.com

45

ERT

1818 Market Street

Suite 1000

Philadelphia, PA 19103-3638

Phone: 215-972-0420

Fax: 215-972-0414

E-mail: eresearch@ert.com

Website: www.ert.com

76

Exco InTouch

Pishiobury House, Pishiobury 

Drive, Sawbridgeworth,

Herts CM21 0AF

Phone:+44 (0)1279 709 040

Fax:+44 (0)1279 201 234

E-mail: info@excointouch.com

Website: www.excointouch.com

47

invivodata

2100 Wharton Street

Suite 505

Pittsburgh, PA 15203

Phone: 412-390-3000

Fax: 412-390-3020

E-mail: info@invivodata.com

Website: www.invivodata.com

39

Perceptive Informatics

195 West Street

Waltham, MA 02451

Phone: 866-289-4464

Fax: 978-275-4263

E-mail: info@perceptive.com

Website: www.perceptive.com

24-25, 

53

Philips Respironics

920 SW Emkay Ave Ste 100

Shevlin Corp Park Bldg C

Bend, OR 97702

Phone:541-598-3800

Fax: 541-322-7277

E-mail: respironics.minimitter@philips.com

Website: www.philips.com/respironics

7

PHT Corporation

500 Rutherford Avenue

Boston MA 02029

Phone: 877-360-2901

Fax: 617-973-1601

E-mail: info@phtcorp.com

Website: www.phtcorp.com

51

QualityMetric, now part of i3

24 Albion Road

Building 400

Lincoln, RI 02865

Phone: 401-334-8800

Fax: 401-334-8801

E-mail: shetu@qualitymetric.com

Website: www.qualitymetric.com

55

Symfo

11 Beacon Street

Suite 1230

Boston, MA 02108

Phone: 671-577-9484

E-mail: trace.brookins@symfo.com

Website: www.symfo.com

43



Preclinical Services

Endpoint model development

Measure selection & development

Instrument migration to electronic format

The industry ’s only full-service PRO organization you can rely on 

for support throughout the entire spectrum of clinical development.

Clinical Services

DiaryPRO®: Patient eDiaries

SitePRO®: Site-based assessments

EPX™: Web-based ePRO management system

Approval Services

PRO dossier development & management

Regulatory meeting support

Regulatory inspection support

Save the Date: April 12-14

PROficiency™ 2011 

invivodata’s annual PRO conference

www.invivodata.com  s  www.patientreported.com



40    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

CRO/Sponsor

PEER
REVIEWED

Improve 
the Business 
of Science

Collecting too many metrics can 
lead to misappropriation and 
misinterpretation.

Eric Lake

JOHN SLATER/DIGITAL VISION/GETTY IMAGES

I
n the pharmaceut ical industr y, 

costs are becoming an increas -

ingly scrutinized component of the 

clinical development process. In 

addition, companies are looking to 

increase profits by getting drugs to mar-

ket faster and to bolster margins by con-

ducting trials with fewer and fewer resources. 

A long these lines, many clinical operations 

groups are collecting metrics as fast as they 

can in order to get their bearings and improve 

performance. However, most groups do not 

have a true understanding of the “why” behind 

the metrics, and as a result end up collecting far 

too much data and subsequently misapplying 

or misinterpreting the resulting information—

when they aren’t too busy drowning in their 

own data. Stepping back, it becomes apparent 

that on the whole an R&D organization’s ap-

proach to metrics shouldn’t differ much from 

that of any other department, or that of any 

other industry. In fact, many valuable lessons 

can be learned by reviewing cases where the 

use of metrics went horribly wrong in other 

industries. By analyzing from the top down why 

metrics are important and how they should be 

utilized in order to maximize the impact on a 

company’s—not a department’s—bottom line, 

clinical operations and other groups within the 

industry can save much time and effort while 

making a difference where it counts: their com-

pany’s bank account.

Metrics that matter
In his book “Pharmaceutical Metrics: 

Measuring and Improving R&D Perfor-

mance,” David Zuckerman discusses his 

three principles of measurement: (1) Met-

rics measure progress toward our goals; 

(2) Metrics help us prevent failure; and 

(3) Metrics get us out of ruts. These prin-

ciples handily describe on a strategic level why 

metrics exist in an R&D environment. Before 

we get to this tactical level, an understanding of 

the more strategic needs behind the use of met-

rics needs to be in place. The first question that 

needs to be asked is, “Why do we need to collect 

metrics to begin with?” The answer to that ques-

tion will be rooted not at the departmental level, 

or even the divisional level—it will ultimately be 

embedded at the corporate level. Since the over-

whelming majority of pharmaceutical and biotech 

companies are publicly traded (or wish to be), it 

follows that like any company they share the goal 

of serving shareholders first and foremost. One 

issue that clouds this seemingly straightforward 

proposition is the nature of the industry itself. 

Many people whose work in the industry—and 

particularly those whose jobs are closely tied 

to clinical research—view the idea of having 
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monetary profit as the primary goal of their company as dis-

tasteful and contrary to the more idealistic notion of helping 

their fellow man. As a result, many process improvement ef-

forts (and related metrics) are justified not by the support of 

solid business cases but by qualifications such as “this will 

make our lives easier.” The problem with this approach is 

that even if everyone can agree that their lives will be made 

easier, no one seems to know if the company will actually 

benefit financially from such an endeavor. Helping people 

and benefitting monetarily are not mutually exclusive ideas; 

just because money is being made, doesn’t mean that be-

nevolent intentions are any less.

The financial benefits of an improvement project are 

not necessarily easy to figure out. For example, many 

such projects, and the metrics surrounding them, revolve 

around cycle-time reduction. This leads to a few issues. Ex-

ample: if you do in fact reduce cycle times in one process, 

does that gain propagate all the way through to releasing 

the drug to market? According to business management 

guru Eli Goldratt, “Throughput is the rate at which the 

system generates money through sales.”1 In other words, 

will the improvement really allow the company to increase 

throughput and start earning revenue sooner? Even if it 

does, is it possible to truly estimate the financial impact of 

that improvement given all of the variables that exist in at-

tempting to get a drug approved years down the road? The 

financial impact of an improvement project centered on op-

erational efficiencies is simpler to estimate—it usually isn’t 

connected to future revenues from drug sales, but rather 

reduced operating expenditures and/or increased through-

put in the here and now. Even so, it can be difficult to agree 

on what the net impact of a change might be, or even how to 

measure it accurately.  

In order then to maintain alignment with the “ultimate” 

metric—shareholder value—senior management of phar-

maceutical and biotech companies must ensure that all 

projects, whether improvement related or otherwise, will 

ultimately benefit the bottom line over the long run. Consid-

ering that the cost of bringing a single drug to market can 

easily reach $800 million or more over 10 plus years, it is 

imperative that a sponsor organization has all the metrics it 

needs to maximize its return on this enormous investment. 

Any metrics collected for the sake of improvement efforts 

must satisfy the criteria of adding shareholder value, with 

the possible exception of projects that are part of a larger 

strategic initiative and do not have shorter-term payoffs 

which can be directly measured. Similarly, even operational 

metrics should align to the corporate—not departmental—

bottom line as much as possible. Only cycle times that have 

The financial benefits of an 
improvement project are not 
necessarily easy to figure out.

Quality Metrics

Technique Sample Metric Description Why?

Streamlining 
(actionable, clear, simple)

Violators

Since quality can be defined as no rework or waste, the 
number of violators can be used as a measure of opera-
tional quality—violators are a “waste” (their data can’t 
be used); processing violators costs money (in drug supply, 
monitoring costs, data management, etc).

Any time the 
word “waste” 
appears, money, 
and shareholder 
value, is going out 
the window.

Clean visits

Visit data submitted without a resulting in a data-point 
change. This leads to reduction in SDV and audits; inspec-
tion never adds value. Clean visits lead to lower inspection 
and rework costs.

Inspection = 
waste.

Alignment and data (central 
to performance, leading, 
financial/non-financial)

Discrepancies

As a leading indicator, open discrepancies need to be man-
aged in order to hit final study milestones; average turn-
around time can be used to gauge the amount of time and 
effort required over the last few weeks of a trial.

Critical to getting 
to CSR, and helps 
to align resources 
ahead of time.

Big picture
(long term, corporate vs. 
department, strategy and 
communications)

Process efficiency

Inspection is rework and therefore non-value added. It can 
affect everything from the amount of resources required 
to acceptance by the FDA. It’s not always easy to assign a 
direct cost here, but with the proper metrics this can be 
tracked. It will often be worth it to invest in building in 
quality up front.

Do it right the 
first time.

Source: Eric Lake

Table 1. The financial benefits of an improvement project are not necessarily easy to figure out.
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a direct impact on last subject out, for example, should be 

monitored and managed. Many sponsor companies focus 

on the date of first subject screened or first site initiated as 

“key” milestones, but really, isn’t it the last subject screened 

and the last site initiated that really drive the timelines for 

the rest of the study? And even then, how important (or 

more specifically, how financially important) is it to worry 

about these things for a non-critical path study? We all want 

our trials to run smoothly and quickly, but the return on 

investment for making this happen for each and every study 

needs to be considered if companies are to maximize value 

for their shareholders.

Many companies still do not seem to derive the ben-

efit from metrics that they should. As mentioned above, a 

large part of the problem is that they just don’t “get” why 

metrics should be collected in the first place. Looking 

more closely, there are certain pitfalls that are common 

throughout the industry, which companies and depart-

ments continually tumble into. By being aware of what 

they are, operations groups will be better able to navigate 

around them. 

Metrics pitfalls and how to avoid them
The biggest mistake companies make is that they tend to 

make things way more complicated than they need to be. 

Specific examples abound, but the facts can be boiled down 

into three general categories. 

Collecting too much data. Over collection makes it hard 

to focus and act on the metrics that matter. Albert Einstein 

once said, “Everything should be made as simple as pos-

sible, but not simpler.” Following this bit of advice, the first 

requirement of metrics, as mentioned above, is that all mea-

sures should be “actionable.” If you’re not taking an action 

(or refraining from doing so) based on a metric, you don’t 

need it. Moreover, those actions should serve to drive posi-

tive changes on some level of the organization. Having too 

many metrics causes confusion and obscures any clarity of 

purpose. Employees are charged not only with carrying out 

practices aimed at improving metrics, but must also report 

back progress so executives can see if those programs are 

working. If metrics are too complex, the handoffs from goal 

to implementation to feedback can be easily mishandled. 

Keep it simple: if an objective can’t be expressed in three to 

Delivery Metrics

Technique Sample Metric Description Why?

Streamlining 
(actionable, clear, simple)

Actual vs. 
planned 
enrollment

The goal of a site is to enroll a target number of (evalu-
able) patients within a certain time frame. Sites that fail to 
meet targets can cause a lot of problems—added expenses 
due to add on sites.

Arguably the 
mother of all study 
management 
metrics.

Investigator 
performance

For management, understanding site performance is 
critical for planning future studies; sites should only be 
held accountable for the number of patients the sponsor 
asks for. Key metrics should be (1) adherence to planned 
patients and (2) patients per site (normalized to protocol). 
Regarding GCP matters, it’s really a risk issue and only 
“matters” if the site gets caught. 

Sites are the 
machines that 
drive the study. 
When comparing 
site performance 
across studies, be 
sure to adjust for 
the difficulty of 
each study.

Alignment and data (central 
to performance, leading, 
financial/non-financial)

Enrollment 
curves over time

As a leading indicator, enrollment should be forecasted 
and tracked regularly as the study progresses. As a result, 
the number of patients needed to be enrolled per week to 
hit target by the planned LPI date can be known. Systems 
can be set up to alarm once actual number of patients falls 
behind planned enrollment curve. In addition, these enroll-
ment projections can be used (along with protocol visit 
schedule) to project out visits, which in turn can be used to 
project data management workloads.

By setting alerts 
for when the 
required patients 
per site per week 
hits a certain num-
ber, fire fighting 
can be kept to a 
minimum.

Big picture (long term, corpo-
rate vs. department, strategy 
and communications)

Site relationships

Keeping track of a few simple metrics can be invaluable for 
placing future studies and developing long-term relation-
ships with the most productive investigators. There are 
times when clinical operations budgets get in the way; site 
budgets can be overly scrutinized, possibly at the expense 
of the bigger picture (alienating preferred investigators).

As per the cell 
phone customer 
retention example, 
focus on the highest 
producing sites fi rst.

Source: Eric Lake

Table 2. When it comes to metrics, focus on using the right data.
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five key thoughts, it’s probably too complicated. Simplifying 

drives performance by enabling comprehension.

Companies must be fully aware of the Data Rich but 

Information Poor (DRIP) principle. In the 1990s, GM fol-

lowed several hundred metrics on a monthly basis accord-

ing to Jay Wilber, director of Quality Programs at GM, 

“We were measuring everything.” GM executives went 

through an extensive analysis of the metrics, keeping only 

those that offered meaningful and actionable information. 

The manufacturing division later narrowed its scorecard 

down to 30-50 metrics.

In another example, the firm Bain & Co. at one time 

had a large client, with revenues on the order of $20 bil-

lion. The client ’s CEO received 6,000 metrics and was 

somehow expected to create a mental picture of the health 

of the company. Much time was wasted in debating what 

all the numbers meant. The metrics were later condensed 

to a single-page dashboard of 25 key performance indica-

tors for the CEO to focus on. In addition, each executive 

team member received a personal one-page dashboard 

tailored to their area of oversight.

Do any of these examples ring a bell? While these may 

be extreme cases, it’s not unusual for a clinical operations 

group to utilize dozens (and dozens) of charts, graphs, 

and tables to manage its business where a fraction of that 

amount would do.

Poor/misaligned data or lagging metrics. Each company 

is different (products, market position, vision, etc.), and 

must decide for itself which metrics, based on which data, 

will provide a road map to success. For example, Conti-

nental Airlines was so focused on cost cutting in the mid 

1990s after emerging from bankruptcy, that it rewarded 

pilots for saving fuel. Many pilots flew slower and behind 

schedule and skimped on air conditioning, driving valu-

able business customers into the arms of competitors. 

Clearly, Continental’s business performance doesn’t cen-

ter on saving fuel; it centers on filling up as many planes 

with passengers as it possibly can. This was a costly 

lesson for the airline and one that seems to be repeated 

on different scales across pharmaceutical R&D organi-

zations. How many clinical operations groups focus on 

“small picture” metrics such as first subject screened and 

departmental budget targets? The moral of the Continen-

tal story is clear: when it comes to metrics, focus on using 

the right data by keeping the big picture in mind. 

Ideal metrics should provide leading indicators, pair 

financial and non-financial indicators, and display cen-

tral tendencies with a companion measure of variability. 

Leading indicators help personnel understand where the 

business is going (in the same way a fuel gauge gives you 

an idea of when you’ll run out of gas well before you actu-

ally do), not just where it’s been. In clinical operations, for 

example, too many reports focus on delivering cycle-time 

reports, but during a study what is the point of knowing 

what has already happened? Ideally the reports would cen-

ter on what would need to happen in order to hit agreed 

upon targets. So instead of (or in addition to) cycle times 

for completed milestones, the reports should provide 

cycle times in the form of “X days and counting” for open 

items, and add alarms for when days in progress passes a 

certain point. This will focus the users on what needs to 

be done rather than what has already happened. 

Pairing financial (bottom line information) and non-

financial indicators is important in order ensure a com-

pany’s action, based on a particular metric, is (literally) 

paying off. It is clear from the earlier example that Conti-

nental Airlines failed to do this, and unintentionally sac-

rificed significant revenue and market share of business 

travelers in an effort to cut down on costs. Certainly it 

wouldn’t hurt if clinical operations groups started to use 

this approach when implementing process improvement 

initiatives. How else will they (or management) know if it 

was really worth it? 

If proper sources of data are not used, then having 

“ideal” metrics in place will not help very much. Com-

pleteness and accuracy of data are obviously crucial; 

equally crucial is the place you are getting your data 

from. As an example to highlight this last point, a com-

pany by the name of InterFirst Mortgage was getting an 

inaccurate read on “turn time” (the time its staff took 

to close a loan) because it asked its sales force, not its 

customers (mortgage brokers who ultimately created 

value for the company), for information. The company 

later discovered through an online feedback tool that its 

turn time was as good as, if not better than, its competi-

tion. By adjusting sources of data and getting a more 

accurate read from its valued customers, the company 

avoided focusing on what was really a non-issue and 

instead focused on improving ef f iciencies elsewhere. 

In another example, a company called eePulse once 

consulted with a software company that had measured 

the impact of a merger on employee morale and con-

cluded that it was a smooth transition, and a major suc-

cess in the eyes of employees. Upon closer examination 

however, it turned out the post-merger data came from 

workers who joined the company after the merger; most 

of the employees present during the merger had lef t 

the company. Regardless of what is being measured, it 

Ideal metrics provide leading 
indicators, pair financial and non-
financial indicators, and display 
central tendencies. 





46    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010

CRO/Sponsor

is apparent that without authoritative data sources and 

appropriate information sources (especially given the 

increased use of outsourcing these days), the interpreta-

tion of results can easily be compromised.

Focusing on short-sighted metrics. This practice can pro-

duce satisfactory results near term but ultimately guide 

the company to severe problems later on. Metrics should 

in some way address the big picture. Many companies 

focus on short-term metrics to please someone else (such 

as Wall Street, or a parent company) much to the detri-

ment of the future health of the company. Instead of just 

saying “our hands are tied, that’s what the Street wants,” 

companies should instead sit down with analysts and get 

them on the right track. Similarly, clinical operations 

people should sit down with upper management to discuss 

why blowing past this year’s budget will yield benefits for 

years to come. A different twist on this tale is the struggle 

between corporate and departmental performance goals. 

Maximizing performance of a department or division is 

often done at the expense of corporate financial goals. 

A department from a mid-size pharmaceutical company, 

this author was once told, utilized a large amount of con-

tractors despite the fact that they were generally about 

50 percent more expensive than fully-loaded full-time 

employees (for which there was more than enough work 

for years to come). Why? The simple reason: hiring of 

permanent employees came out of the departmental bud-

get, whereas contractors were paid out of the corporate 

budget. In short, for the department to keep under budget 

they needed to cost the company more money. 

In another example of short-sighted metrics, a ma-

jor North American cell phone company tracked a key 

performance indicator (KPI) called “customer churn,” 

which was an undesirably high 3 percent. The company 

spent huge amounts of money through a combination of 

promotional pricing and marketing activities on customer 

retention. However, when the company took a closer look, 

it found that 75 percent of its customers were unprofitable 

or only marginally profitable. Once it discovered this, it 

refocused its marketing resources on the 25 percent of 

Cycle Time Metrics

Technique Sample Metric Description Why?

Streamlining 
(actionable, clear, simple)

PA to LPE

The cycle time can be influenced by operations (manag-
ing the process, making process improvements, etc.) and 
therefore should be captured in terms of proactive man-
agement. Many companies track time to protocol FPE, but 
it’s the last patient enrolled that drives cycle times, not 
the first. By contrast LPE to LPO is largely dictated by study 
design/visit schedule, so using this metric to manage a 
study seems to be of limited value. 

Getting all subjects 
in and going is 
what largely deter-
mines the overall 
cycle time. Site 
startup is closely 
related.

LPO to DBL
Again, a time period that can be directly affected by clini-
cal operations by good planning and processes.

Good processes can 
cut this down.

Alignment and data (central 
to performance, leading, 
financial/non-financial)

Study milestones

Planned and actual milestone dates can be used as an 
“early warning system.” For example, FPE dates, enroll-
ment rates, and screen fail rates can be used to project LPE 
dates (or to calculate required screening rates to hit target 
LPE date). Or, at a higher level, the percentage of sites that 
have had LPE can be used as a simple and quick gauge to 
whether or not the study project plan is being adhered to.  
The point is to be able to take action before the study goes 
irreversibly off track.

Tracking key mile-
stones and refore-
casting projections 
can go a long way 
to ensuring issues 
are caught and 
addressed early 
enough so they 
don’t become big 
problems.

Data
Is data collected in a timely enough fashion to be useful? Is 
it coming from an accurate and authoritative data source?

Old and/or inac-
curate data is not 
helpful.

Big picture (long term, corpo-
rate vs. department, strategy 
and communications)

Time to market

Time to market is critical, some estimates put lost revenue 
as high as $1 million for each day a drug is delayed. Only 
critical path studies should be provided the extra resources 
to be fast tracked.

Simply put, drugs 
on the market 
is how money is 
made.

Source: Eric Lake

Table 3. Pairing financial (bottom line information) and non-financial indicators is important in order to 
ensure that a company’s action, based on a particular metric, is (literally) paying off.
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customers it really wanted to keep, and on attracting more 

like them (but only after wasting large sums of money on 

pointless efforts). This brings to mind the old marketing 

axiom, “there are some customers you just don’t want.” 

In the world of clinical operations, one can argue that a 

parallel (of sorts) exists when dealing with investigator 

sites…but that is another article unto itself.

In another example from the cell phone industry, many 

companies were going out of their way to improve on the 

primary Wall Street metric of new subscribers (which 

turned into net new subscribers, then cost of acquiring 

customers, then net additions of profitable customers, 

etc.). As a result, early on many companies fell into the 

trap of pumping up new subscribers (through promotions, 

discounts, etc.) to the disadvantage of their own profit-

ability and cash reserves. Many of these companies, not 

surprisingly, are now out of business.

It is obvious from these numerous examples that com-

panies need to keep their “eyes on the prize” when defin-

ing metrics and setting goals. If it is not clear that what 

has been set in place will help to incent and guide employ-

ees to corporate (not departmental) success over the com-

ing years (not months), then the company should head 

back to the drawing board.

Improving the business of R&D
Now that we know what the common mistakes are (too 

much data, using poor or misaligned data, and being 

short sighted), we can work on how to avoid them through 

streamlining, proper alignment, and use of leading indica-

tors, and focusing on the big picture. How can we apply 

this knowledge to the clinical operations framework? By 

looking at four broad categories of clinical operations 

metrics—quality (Table 1), delivery (Table 2), cycle time 

(Table 3), and cost (Table 4)—we can translate the les-

sons learned from GM and the cell phone companies into 

some specific and relevant clinical development examples.

Quality is always a challenge to define in the context of 

the conduct of clinical trials; ask ten different people, get 

ten different answers. Regardless, by applying the three 

avoidance techniques, we can see that there are ways to at 

least approach the topic in a thoughtful way. 

Delivery refers to producing the correct output, which 

in the case of clinical trials can be taken to mean that sites 

are attracting a sufficient amount of subjects and produc-

ing good, clean data as directed by the protocol. 

Cycle-time metrics are often the most simple to mea-

sure, and as a result many organizations track down to the 

most detailed milestone level without really getting much 

out of it. Many reports are generated that don’t get used 

and obscure the few that are of value.

Cost metrics can be the most difficult to collect, but at 

the same time are often the best and most direct method of 

measuring value. By looking at cost metrics relative to the 

other categories—quality, delivery, and cycle time—the 

organization can get a comprehensive and crystal-clear 

picture of the effectiveness and efficiency of its operations.

Conclusion
The fundamental purpose of performance measurement 

is to encourage behavior that achieves the goals of the or-

ganization. Especially in a people-driven area like clinical 

operations, one can never ignore the power of incentives 

or the damage that can be wrought by fear. The Continen-

tal Airlines example of the fuel-savings incentive was a 

good display of what not to do. The company later decided 

that on-time departures were a priority, so scheduling and 

operating department employees were given a $65 bonus 

every month that the airline finished in the top five in on-

time performance. Employees therefore had an incentive 

to make the corporate goal a reality. The key of course is 

to avoid “window dressing,” where employees can circum-

vent the system by putting up impressive incentive-related 

numbers at the expense of other areas (such as in the fuel 

example), which is why a scorecard approach is valuable 

since it’s extremely difficult to “fool” every dimension of a 

scorecard. At GM, there is a rewards program for employ-

ees who make suggestions that result in cost savings. GM 

employees receive 20 percent of savings after implementa-

tion, for a maximum bonus of $20,000. Results were re-

markable (though not remarkable enough, given the com-

pany’s declaration of bankruptcy)—in 2002, the company 

saved $397 million and paid $60 million to employees. 

This shows what a dramatic impact motivated, experi-

enced employees can have on profitability. The point here 

is that incentives are powerful and, when used properly, 

are win-win. The key of course is that these incentives 

should affect the metrics that align with the corporation’s 

market and financial goals.

A lbert Einstein said, “Not everything that can be 

counted counts, and not everything that counts can be 

counted.” As previously discussed, clinical operations 

groups need to start cutting down on the quantity of met-

rics collected and start concentrating on the quality and 

relevance to corporate objectives. The life sciences in-

dustry is a nice one to be in as it can have a truly signifi-

cant impact on people’s lives, but still it ’s a “for profit” 

industry. Any project—be it a drug program or a process 

improvement initiative—should be justified with a favor-

The fundamental purpose of 
performance measurement is to 
encourage behavior that achieves 
the goals of the organization.
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able business case. This is not always easy in an R&D 

environment as the consequences of actions are often 

not directly observable due to the long lag time between 

investment and return.  

In the end, it ’s not just about choosing the right in-

dividual metrics, but doing so in a way that provides a 

complete view of the organization’s performance rela-

tive to its goals, without overwhelming people or giving 

them incentive to act in a manner counter to the com-

pany’s best interest. By following the basic principles 

outlined above and keeping the bottom line in mind, a 

company’s metrics can be both simpler and ultimately 

more rewarding. 
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Cost Metrics

Technique Sample Metric Description Why?

Streamlining 
(actionable, clear, simple)

Operational 
expenses

The cost of supporting infrastructure (e.g. subsidiary 
operations) are very real, cannot be ignored, and should 
be factored in to all decision making. Related to this is the 
concept of stranded capacity (you’re paying for a building 
no matter how much work gets done in it). This is tricky 
since portions of the overhead need to be allocated to 
individual studies. In a subsidiary this may be confounded 
further by a marketing presence (if they share buildings 
and resources). 

Optimizing 
resources is critical 
in today’s envi-
ronment of cost 
cutting and down-
sizing. Operating 
expenses are real 
and direct costs, 
but need to be 
seen relative to 
the whole.

Per study cost

A per study cost is the most direct and simple metric, 
but must include all resources (people, money) that are 
utilized. These costs can be rolled up to the program level 
as well.

Costs are key 
but are only a 
part of ROI.

Alignment and data (central 
to performance, leading, 
financial/non-financial)

Cost and 
project data

Cost and project data often difficult to match up due 
to poor integration of their respective systems. Many 
companies can’t say how much their studies cost. Efforts 
need to be undertaken to ensure that costs can be 
reconciled to individual projects.

More money can 
be spent on critical 
studies; less on 
non-critical studies.

Site costs

In keeping with the idea of financial plus non-financial 
metrics, it’s nice to know how much you’re paying for good 
(or bad) performance. Negotiating favorable terms with 
sites can help save on study costs, an analysis needs to be 
done to see how much that benefits the bottom line: Do 
you really mind paying more for a site that provides good 
data on time? Compared with future revenues, this isn’t 
even a rounding error.

With wasted 
startup costs and 
the like, non-
producing sites 
are black holes 
for money. Keep 
negotiating to a 
minimum when 
dealing with 
high producers.

Big picture (long term, corpo-
rate vs. department, strategy 
and communications)

ROI (Return on 
Investment)

After all, from a financial perspective any drug program 
is merely an investment. Study costs should roll up to 
program level to get an idea of ROI after the drug hits 
the market. Timing of cash flows should always be kept in 
mind. This information will help executives and marketing 
teams determine how good their forecasts were and to 
help identify other market opportunities.

From a shareholder 
value perspective, 
isn’t this what it’s 
all about?

Source: Eric Lake

Table 4. Metrics should in some way address the big picture.
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Providing Results to 
Volunteers 
Evaluating a new pilot program 
that provides clinical trial outcome 
summaries to subjects.

Kenneth Getz, Emily Ouellette, Diane Simmons, Briggs W. Morrison, MD, 

Nick Scott, Marc Wilenzick, and Natalie Jones

R
esearch has demonstrated consistently 

that the majority of study volunteers 

have positive experiences participat-

ing in clinical trials.1,2,3 Following their 

participation, the majority of volunteers 

want to receive the results of their clinical trial 

when they are available.4 Indeed, the World Medical 

Association’s Declaration of Helsinki (2008) 

states: “At the conclusion of the study, study 

volunteers entered into the study are en-

titled to be informed about the outcome of 

the study and to share in any benefits that 

result from it, for example, access to inter-

ventions identified as beneficial in the study 

or to other appropriate care or benefits.”5  

Sadly, although detailed results are now being 

posted by trial sponsors after the study has con-

cluded on the Internet at http://clinicaltrials.gov 

and http://clinicalstudyresults.org, the vast major-

ity of volunteers never learn about their clinical 

trial results. Few study volunteers hear from study 

staff—or any party—once their participation has 

ended. According to focus groups, of those study 

volunteers who first learn about the results of their 

clinical trials through the popular press, many feel 

slighted by not having received a description of the 

results prior to a public announcement.6 

A potential FDA mandate requiring sponsors 

to post lay-language clinical trial results summa-

ries presents a unique opportunity to address the 

unmet need to communicate study results to vol-

unteers. Under the Food and Drug Administration 

Amendments Act of 2007 (FDAAA) trial sponsors 

must post detailed clinical trial results on a govern-

ment website: http://clinicaltrials.gov. Compliance 

with those provisions is substantial and rising.7 

According to the FDAAA, the Secretary of Health 

and Human Services has authority to require the 

submission of clinical trial results in nontechnical 

lay language. However, there are significant unre-

solved issues as to how sponsors could best com-

municate such information to study volunteers in 

an accurate and complete way, especially given the 

complexity of that information and the likely scru-

tiny of such information by regulators and others.

In order to test a new study volunteer-directed 

communication process, Pfizer and the Center for 

Information and Study on Clinical Research Partici-

pation (CISCRP) collaborated on the design 

and conduct of a pilot study. The primary 

objectives of this pilot were: to evaluate the 

feasibility of integrating a post-trial commu-

nication mechanism with ongoing clinical 

development activities; to develop and test 

the comprehension and impact of various 

communication formats and messages; and 

to assess perceptions and reactions to this new 

post-trial communication process among clinical 

research professionals. The study was specifically 

focused on clinical trials of investigative treatments 

where results are proprietary in nature until ap-

proved by a regulatory agency.

This article reviews the results of the pilot study. 

Whereas a substantial body of literature documents 

patient interest in receiving clinical trial results fol-

lowing their participation, little research has been 

conducted on how best to communicate this infor-

mation and its impact.4,8 It is our hope that sponsors 

will glean insights that inform their own efforts to 

develop and establish processes to communicate 

clinical trial results summaries to study volunteers. 

Pilot study methods
Two completed clinical research studies which 

reflected two different study volunteer audiences 
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were selected—one a study targeting a chronic illness (os-

teoarthritis), the other an acute illness (gastro-intestinal 

cancer). We translated the clinical trial results that were 

posted on http://clinicaltrials.gov into lay language and de-

signed and produced sample formats. 

We used technical summaries of trial results published 

on http://clinicaltrials.gov and http://clinicalstudyresults.

org for a Celebrex®/Celecoxib (NCT00139776) trial com-

pleted in February 2008 and a Sutent®/Sunitinib malate 

(NCT00137449) trial completed in April 2008; both trials were 

sponsored by Pfizer. We collaborated with a panel of consumer 

science and medical writers to translate study results into lay 

language at a validated sixth-grade reading level according to 

the Flesch-Kincaid readability scores. Pfizer research scien-

tists and relevant staff also reviewed the lay summary transla-

tions and provided input into their accuracy and clarity.

We worked with graphic and web-page designers to de-

velop a variety of consumer formats to use when communi-

cating the lay summaries. These formats included a printed 

report, a web page, and an audio cast. Each of the formats 

presented the same core information identified by the CIS-

CRP editorial translation team. 

Next, we organized and conducted focus groups to test 

study volunteer comprehension and receptivity to sample 

formats. We engaged investigative site personnel for their 

assistance in contacting Celebrex and Sutent trial volun-

teers in Dallas, Phoenix, and Boston. Thirteen Celebrex 

volunteers were recruited into two focus groups. For the 

Sutent cancer volunteers, due to their deteriorating medical 

condition, site personnel assisted in scheduling one-on-one 

interviews in lieu of focus groups. As considerable time had 

passed since study volunteers and research sites were in-

volved with the trials, we developed strategies to interview 

the volunteers. In the case of the Celebrex study, study staff 

mailed and e-mailed invitations and made phone calls offer-

ing a $100 gift card incentive for participating in the focus 

groups. In the case of the Sutent study, the study volunteers 

were too ill to participate in formal interviews.

We conducted focus groups to evaluate study volunteers’ 

understanding of the content through pre- and post- com-

prehension testing, and to assess receptivity to content and 

various communication formats. The focus groups were 

conducted in two geographic areas (Dallas and Phoenix) 

with participants having a mix of demographic character-

istics, ethnicity, socioeconomic status, and various employ-

ment such as teacher, psychologist, hospice worker, retail 

sales clerk, etc. As the Sutent volunteers’ health deterio-

rated, their physician (Boston) agreed instead to informally 

get their feedback in lieu of conducting focus groups.

A pre-test questionnaire was given prior to showing the 

volunteers any information about the trial results. Three 

formats of the lay summary were evaluated: written, audio, 

and web page. A post-test questionnaire was given to the 

volunteers after they spent time independently reviewing 

one format. The order of the formats was rotated to reduce 

bias—the report format was shown first in Dallas and the 

audio format first in Phoenix. 

We also contacted and interviewed half a dozen study 

staff—principal investigators, study coordinators, and per-

sonnel involved with study volunteer recruitment and re-

tention—to assess their reactions and receptivity to the 

lay summaries and communication formats. We probed 

for interviewee expectations and concerns with regards to 

potential follow-up required by study volunteers who wish 

to review and discuss their results summaries. In all, the 

interview guide posed more than 30 questions.

Results
Assessing process feasibility. The CISCRP team included 

medical and consumer writers, graphic artists, web-page 

designers, as well as technical staf f and professional 

voiceovers from Public Health Television. Although the 

actual production time needed for the printed report, web 

page and audio cast was minimal and the process was 

highly efficient, the translation process itself proved chal-

lenging and time-intensive. 

In translating the scientific/technical summaries into 

sixth-grade reading level, as one might expect, a degree of 

precision was lost. Certain words describing side effects 

had to be removed (e.g., digestive system, abdominal). 

Those words were changed to the catch-all lay phrase 

“stomach.” Converting technical and scientific language to 

a sixth-grade reading level posed some unavoidable chal-

lenges consistent with those discussed in the literature.9,10 

In addition, simplifying technical language required that 

the Flesch-Kincaid readability index calculator be considered 

in light of some inevitable word choices. It was not possible to 

achieve sixth-grade reading scores when study-appropriate 

words were included (e.g., Pfizer, Celecoxib, osteoarthritis). 

However, it was possible to achieve the target scores when 

these words were factored out. Finally, the length of the sum-

mary document needed to be addressed to facilitate reading by 

study volunteers without medical and scientific backgrounds. 

This prompted CISCRP to omit some tables that were deemed 

more important to researchers than to volunteers.

CISCRP worked independently on the translation process, as 

requested by Pfizer. The intent was to address the study volun-

teers’ need to receive trial results from a neutral third party and 

to ensure that the communication was strictly non-promotional. 

As one might expect, a degree of 
precision was lost in translating 
the scientific/technical summaries 
into sixth-grade reading level.
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Volunteer reactions to communication content and formats. 

In general, study volunteers reacted very positively to all 

three communication formats as did study staff. Study 

volunteers appreciated receiving information about their 

clinical trial and felt valued as contributors to the process 

of medical and scientific learning. 

Of the three formats, focus group participants consid-

ered the written report to be the most appealing. The 

written report best accommodated the need for self-paced 

and self-directed review. In addition, the print format most 

afforded participants the opportunity to re-review sections. 

Participant receptivity to the web page format was some-

what mixed although it was clearly the second most pre-

ferred format because it offered speed and convenience. 

Focus group participants noted, however, that many people 

are not regular users of the Internet or do not have web ac-

cess. The web page format has a more limited audience.

The audio format was the least preferred because volun-

teers felt impatient when listening to a recorded message 

and explained that they were having difficulty concentrat-

ing. They also worried about the cost of accessibility. Still, 

for a small number of focus group participants, the audio 

format was appealing. These participants noted that a pre-

recorded voice response option over the telephone would 

be an ideal option for “non-readers.”

Unprompted, focus group participants noted the impor-

tance of receiving post-trial results communication in multi-

ple formats to accommodate older people, those with learn-

ing difficulties, diverse learning styles, and disabilities. 

With respect to the contents of post-trial results com-

munications, study volunteers want the clinical trial results 

summaries to be informative, easy to read, precise, not 

very wordy, with just the pertinent questions (who, what, 

when, where, why, and how) answered. In addition, focus 

group participants want the results summary to serve as a 

reminder of the volunteer’s experience in the trial. Focus 

group participants collectively recommended the following 

core content to be included in trial results summaries: 

• An introduction acknowledging the contribution of clini-

cal research volunteers and the important role they play in 

helping researchers advance medical science

• Background about the purpose of the clinical trial and how 

the study was designed

• A review of what occurred during the trial and an update on 

what has happened since the trial ended

• A discussion on who was involved in the study

• A discussion of the overall study results, and side effects 

experienced by study volunteers

• A discussion on how the trial results will be used

• Information on where volunteers can learn more about their 

clinical trial and the process for follow-up with study staff

The trial results summary reports showed marked im-

provement in study volunteers’ confidence in their knowl-

edge about the clinical trial, and also their understanding 

about their study’s objectives, side effects, and key findings. 

Having ended nearly two years ago, many focus group par-

ticipants could recall few if any details of their clinical trial 

experience. At the outset of the focus groups, only two of the 

13 participants felt they understood the results of their trial. 

After independently reviewing one of the communications 

formats, nearly all of the study volunteers—12 out of 13—

felt they understood the results of their trial “very well” or 

“somewhat well.” In the post-test, all of the study volunteers 

could correctly identify the question their trial was trying 

to answer and nearly all could recognize some of the side 

effects. Whereas in the pre-test none of the study volunteers 

could identify the study results, in the post-test only two of 

13 answered incorrectly regarding the study results. 

Even after independently reviewing the trial summaries, 

focus group discussions revealed a number of areas where 

confusion remains among study volunteers. Study volun-

teers continued to be confused about some parts of the study 

and the overall research process. 

Information provided in the various post-trial communi-

cations also raised new questions for the study volunteers 

and highlighted the importance of engaging study staff and 

Key Questions Used in Principal Investigator and Investigative Site Staff Interviews

What role will your IRB need to play in this communication process?

What concerns do you anticipate your study volunteers will have when they learn about the results of their trial? 

Do you want to see the content before it is sent to the study volunteers? If so, how would this best work? How much in advance? 

What suggestions do you have about coordinating distribution of the trial results to your study volunteers? 

What kind of follow up do you think study volunteers will need after receiving the trial results? 

Source: Kenneth Getz, et al.   *Excerpt from Interview Guide.

Table 1. Six study staff members were interviewed to assess their reactions and receptivity to the lay summaries and 

communication formats.
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healthcare providers as part of the process of disseminat-

ing and explaining trial results. 

No matter how the trial result summaries are dissemi-

nated, study volunteers want to be able to ask additional 

questions, preferably of their doctor or a knowledgeable 

and trusted third-party. 

Investigator and study staff reactions. Study staff also re-

acted positively to being able to provide trial results sum-

maries to their volunteers—something that their study vol-

unteers have requested in the past but have rarely received. 

Study staff expressed enthusiasm and appreciation for 

the study sponsor for taking the initiative to conduct the 

pilot. Staff also noted the importance of having a neutral 

third-party as the primary source for developing and dis-

seminating trial results summaries in order to convey cred-

ibility and balance. Site personnel also believe that on an 

ongoing basis, post-trial results will contribute to instilling 

volunteer trust in the clinical research enterprise. 

Study staff cautioned that study volunteers should be 

notified during the informed consent process that clinical 

trial results summaries will be made available after the 

trial has ended. Moreover, study staff requested that study 

volunteers be reminded that a neutral, third-party would 

be disseminating the summaries in order to assure study 

volunteers that their confidentiality would not be breached 

when the summaries arrive.

All the physician investigators and research site staff 

recognized the need to provide follow-up support after their 

study volunteers review the study results. Study staff ex-

pressed a keen interest in answering their volunteers’ subse-

quent questions. Most envisioned a process where the spon-

sor provided the lay summaries and the investigators helped 

interpret the trial results and answered study volunteer-

specific questions—in particular, personalized trial results. 

Discussion
The findings of this pilot study demonstrate that a process 

for preparing and disseminating trial results summaries to 

study volunteers following their participation in clinical tri-

als is feasible. Moreover, volunteers reacted very positively 

to a variety of formats and showed marked improvement 

in their comprehension of the clinical trial findings. Study 

personnel are also very receptive to disseminating trial re-

sults summaries to their study volunteers.

The three formats tested—written report, web page, and 

audio—all received positive ratings. Volunteers most pre-

ferred the written report. As communication channels and 

technologies evolve, new formats may be required to meet 

changing volunteer preferences. 

In addition to providing results in a friendly and acces-

sible format, it is also important to maintain contact and 

keep volunteers informed of progress on an ongoing basis 

prior to disseminating the actual findings. This is a critical 

part of the process, conveying appreciation and respect for 

study volunteers and addresses their concerns.

Study volunteers’ overriding concern was how they would 

know when the clinical trial was over and when the results 

were available. These concerns emphasize the importance of 

ongoing communication to help set and inform study volunteer 

expectations. It will be important to set up a sequence of study 

volunteer communications triggered at set intervals. An ap-

proach that we are evaluating includes telling the volunteer 

about the program during the informed consent process and 

then reminding the volunteer during the last study visit. At 

that time, study volunteers who wish to receive a trial results 

summary will provide their contact information and indicate 

their preferred communication formats. 

Study volunteers want to receive the trial results from 

their most trusted source—i.e., their doctor, with varying 

opinions about levels of trust when information is provided 

by the sponsor, a government agency, or a third-party.11 

Moreover, it is critical that study volunteers who receive trial 

results summaries have an opportunity to speak with the 

principal investigator or the investigator who treated them, if 

they have follow-up questions. Doing so may help to nurture 

stronger ties between study volunteers and study staff.

Several study staff asked that sponsors provide a question 

and answer sheet or other educational materials to assist 

the principal investigator in preparing for study volunteers’ 

questions. Study staff also suggested a toll-free hotline to 

call for select questions from their study volunteers. 

This was a pilot study and it had a number of limita-

tions, the most notable being its small sample size. We 

have recently embarked on a larger scale study to further 

test the feasibility of, and receptivity to, post-trial results 

summaries. The fact that a long period of time had elapsed 

between the actual end of the trial and this pilot feedback 

process could account for the poor pre-test knowledge of 

the protocol. It will be revealing to assess knowledge of the 

protocol at study start, throughout the trial conduct, and at 

the time of study-results communication. 

The findings of this initial pilot study demonstrate that 

clinical trial results can be summarized for lay volunteers, 

that volunteers are eager to receive these summaries, and 

that investigative site personnel are interested in providing 

these summaries. Although some volunteers want access 

to their individual results, the take-away message for all 

study volunteers in this pilot is the importance of their con-

tribution to advancing public health. 

It is our hope that all sponsors—commercial, governmen-

tal, and academic—will embrace the notion that clinical trial 

volunteers are entitled to be informed about the outcome of 

their studies. Further, we’re hopeful that all sponsors will 

implement concrete steps to communicate trial results. In so 

doing, sponsors reinforce the importance of, and acknowl-

edge appreciation for, the gift of volunteer participation. 
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Waive Inclusion and 

Exclusion Criteria?
Waiving inclusion/exclusion criteria 
affects investigators, subjects, 
sponsors, and the trial itself.

George Nauyok

I
n every clinical trial there are study sub-

jects who are very close to meeting one or 

more inclusion or exclusion criteria, but for 

one reason or another don’t.

The inclusion criterion may be:

• A screening creatinine of <2 mg/dL is re-

quired, and the subject has a creatinine value 

of 2.2 mg/dL. 

• Subjects must be >18 years old, but the 

volunteer is 17 years and 10 months old.

• A screening hemoglobin of >10 mg/dL 

is requited, but the subject has a hemo-

globin value of 9.8 mg/dL.

• Dosing is to occur within 14 days of the 

screening visit, but the subject is dosed 

on day 15.

Oftentimes, the scenario goes like this: The 

principal investigator identifies a subject who 

does not meet one or more of the inclusion/

exclusion criteria and contacts the sponsor to re-

quest a waiver. The sponsor provides the waiver. 

The subject is enrolled into the clinical trial. The 

principal investigator notifies the Institutional 

Review Board (IRB)/Independent Ethics Com-

mittee (IEC) that the sponsor has provided a 

waiver, and a subject who did not meet inclusion/

exclusion criteria was enrolled into the trial. 

To many readers, this scenario makes sense, is 

appropriate, and it is what they do. The purpose 

of this paper is to remind these readers that this 

scenario is not GCP-compliant. GCPs require the 

IRB/IEC to approve the enrollment of a subject, 

not meeting inclusion/exclusion criteria, prior to 

that subject’s enrollment into the trial. This article 

will review the regulations and guidelines when 

a sponsor provides a protocol waiver to enroll a 

subject who does not meet one or more inclusion/

exclusion criteria; the FDA’s apparent position 

on sponsor-provided waivers (based on warning 

letter references); the IRB/IEC’s responsibility 

regarding these waivers; and the risks to the sub-

ject, investigator, sponsor, and clinical trial when 

protocol-ineligible subjects are enrolled into a 

clinical without the prior approval of the IRB/IEC.

Implications of protocol waivers 
The principal investigator. Before the trial begins, 

the principal investigator signs the FDA 1572 

and, typically, signs the sponsor’s proto-

col signature page. By signing, the prin-

cipal investigator has documented his/

her intention, commitment, and obliga-

tion to conduct the trial in compliance 

with GCPs, the applicable regulations 

and guidelines, and the protocol. In the 

absence of a life-threatening situation, 

US regulations and ICH guidelines stipulate that 

changes to the protocol are only permitted if the 

sponsor has alerted the IRB/IEC, and the IRB/

IEC has granted prior approval. 

For clinical trials involving drugs:

The investigator shall also assure that he or she will 

promptly report to the IRB all changes in the research 

activity and all unanticipated problems involving risk 

to human subjects or others, and that he or she will 

not make any changes in the research without IRB ap-

proval, except where necessary to eliminate apparent 

immediate hazards to human subjects. (21 CFR 312.66: 

Assurance of IRB Reviews)1

The investigator should not implement any deviation 

from, or changes of, the protocol without agreement by 

the sponsor and prior review and documented approval/

favorable opinion from the IRB/IEC of an amendment, 

except where necessary to eliminate an immediate 



appliedclinicaltrialsonline.com   APPLIED CLINICAL TRIALS    61October 2010

hazard(s) to trial subjects, or when the change(s) involves only logis-

tical or administrative aspects of the trial (e.g. change of monitor(s), 

change of telephone number(s).” (ICH E6: Section 4.5.2)2

For clinical trials involving medical devices:

An investigator shall notify the sponsor and the reviewing IRB 

(see 56.108(a) (3) and (4)) of any deviation from the investigational 

plan to protect the life or physical well-being of a subject in an 

emergency. Such notice shall be given as soon as possible, but in no 

event later than five working days after the emergency occurred. 

Except in such an emergency, prior approval by the sponsor is re-

quired for changes in or deviations from a plan, and if these changes 

or deviations may affect the scientific soundness of the plan or the 

rights, safety, or welfare of human subjects, FDA and IRB in accor-

dance with 812.35(a) also is required. (21 CFR 812.150)3

Most protocols restate this requirement for further em-

phasis. A sponsor’s waiver for inclusion/exclusion criteria, 

in the absence of IRB/IEC approval, does not supersede 

the FDA 1572, the protocol signature page, the regulations 

or guidelines, or GCPs. A waiver of inclusion/exclusion 

criteria granted by the sponsor does not grant permission 

to the principal investigator to enroll ineligible subjects 

without prior approval by the IRB/IEC. 

The clinical trial: homogeneous population. A fundamental 

principle of conducting multi-center clinical trials is the abil-

ity to pool data from various clinical settings, allowing the 

sponsor to draw statistical and clinical conclusions based 

on the patient population defined by the entry criteria. This 

principle is only valid, however, if another fundamental prin-

ciple of GCPs occurs. The protocol must be conducted in 

the same way at each multi-center site; a homogeneous pa-

tient population (based on criteria defined in the protocol) 

is treated and followed the same way (per protocol). 

The ability to pool data is compromised if individual sites 

follow a different treatment regimen: treating subjects with 

a different dose, or enrolling subjects who are different 

from the proscribed and IRB/IEC-approved inclusion/ex-

clusion criteria. The validity of statistical and clinical con-

clusions regarding safety and efficacy rests on the premise 

that a defined patient population was treated with the study 

drug and followed the evaluation schedule.

The study subjects. The trial cannot begin without docu-

mented approval for the protocol by the IRB or IEC. Per 

this approval, the IRB/IEC has reviewed the risk/ben-

efit profile of the protocol, and has granted approval for the 

trial to begin based on this assessment and for a particular 

patient population (described by the inclusion/exclusion 
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criteria). Enrolling a subject who does not meet the IRB-ap-

proved inclusion/exclusion criteria is putting the prospec-

tive patient at risk; the subject is different from the IRB/

IEC-approved patient population meant to be eligible for 

enrollment. The informed consent form may not accurately 

reflect the risks/benefits for the subject, since the consent 

form was designed (by the sponsor) and approved (by the 

IRB/IEC) for the patient population described by the proto-

col’s inclusion/exclusion criteria.

The sponsor. When the study is complete, the sponsor will 

need to justify and explain why ineligible subjects were 

enrolled into the trial. If many subjects were enrolled who 

did not meet inclusion/exclusion criteria (and who did not 

receive IRB/IEC approval prior to enrollment), the FDA (or 

another regulatory agency) may conclude that the intended 

population was not treated, as designed. Once the data is 

submitted to the regulatory agency, the regulatory author-

ity reviewing the data can request the data set be re-run to 

exclude the ineligible subjects from the efficacy tabulations 

and conclusions; after all, those patients were not intended 

to be treated in the protocol. The exclusion of even small 

numbers of subjects from this data set may have devastat-

ing effects on the trial, and may even result in the trial be-

ing conducted again because the loss of these subjects has 

reduced the statistical power of the trial. Sponsors should 

be aware that each protocol waiver for inclusion/exclusion 

criteria might result in the data for that subject being used 

only for safety evaluations and conclusions, and excluded 

for efficacy evaluations and conclusions.

Also, when the trial is complete and the data submitted, 

the enrollment of a large number of ineligible subjects might 

confound the conclusions of the trial and negatively affect the 

efficacy claims and the label text. Sensitivity analyses, for 

example, may reveal that outcome measures are different for 

subjects receiving waivers than those not receiving waivers, 

putting the results at risk. The regulatory agency may con-

clude that the data are unreliable and reject the trial.

The regulatory authorities’ position on waivers
The regulatory requirements of the country in which the clin-

ical trial is conducted must be followed. As mentioned above, 

US regulations and EU guidelines require that subjects not 

meeting inclusion/exclusion criteria cannot be enrolled 

unless there is prior IRB/IEC approval. In India, sponsors 

deciding to enroll a subject not meeting inclusion/exclusion 

criteria must receive prior permission from India’s regulatory 

authority, the Drug Controller General of India (DCGI).4

Within the United States, the FDA’s stance on sponsor-

provided waivers for subjects not meeting inclusion/exclu-

sion criteria can be gleaned from warning letters which are 

published on the FDA website, www.fda.gov. Outside of the 

United States, warning letters, or their equivalent, are not 

publicly available. A review of warning letters5 to clinical 

investigators did not identify any letters that cited an inves-

tigator for enrolling an ineligible subject who was granted a 

sponsor waiver, for whom the investigator did not get IRB/

IEC approval prior to enrollment. Many letters were identi-

fied that cited investigators (Branitz, Bukowski, Chaganti, 

Chappel, Desai, Gray, Hernandez, Hijazi, Linzer, Paulson, 

Stewart, Summers, and Zosa) or sponsors (Johnson & 

Johnson [Grosser], Feins) for enrolling subjects who did not 

meet inclusion/exclusion criteria; for the letters to investiga-

tors, these do not reference whether a waiver was requested 

by the investigator or granted by the sponsor. All of the in-

vestigators were cited for failing “to conduct the study or en-

sure it was conducted according to the investigational plan” 

(21CFR312.60). The sponsors were cited for not conducting 

the trial in accordance with the general investigational 

plan and protocols, as specified in the IND (21CFR312.50, 

Grosser), or failure to obtain approval prior to implementing 

a change to the investigational plan (21CFR812.35, Feins).  

For four letters (Bukowski, Croley, Hijazi, and Stewart), 

FDA states that the investigator had enrolled subjects with-

out receiving a sponsor waiver; there is no mention of the 

need for IRB/IEC approval prior to enrollment. In one let-

ter (Stewart), the investigators are cited for not obtaining a 

waiver until after the subject had been enrolled; again, there 

is no mention that an IRB/IEC approval had been obtained 

prior to the subject’s enrollment. In another letter (Boden) 

for a trial involving a medical device, the FDA cites Cordis 

Corporation for not having a standard operating procedure 

to track the granting of waivers or protocol deviations, and 

for not describing the protocol deviation in the pre-market 

approval application. In the letter, the FDA states “As a spon-

sor, it is also your responsibility to ensure appropriate pro-

cedures are in place for the granting and documentation of 

waivers and protocol deviations and that these procedures 

are followed by investigators.” Of these warning letters, 

only three (Croley, Devinney, and Feins—all subject to de-

vice regulations) specifically mentions the requirement to 

have IRB approval prior to the enrollment of a study subject 

who does not meet inclusion/exclusion criteria:

Furthermore, a waiver from the sponsor was not obtained prior 

to the implantation of the second study [redacted] in that subject. 

According to the protocol, all implants must be performed with [re-

dacted], must have the full knowledge and consent of a recognized 

IRB, and must conform with the sponsor’s FDA-approved investiga-

tional plan. (Croley)

When the data is submitted, the 
enrollment of a large number of 
ineligible subjects might confound 
the conclusions of the trial.



appliedclinicaltrialsonline.com   APPLIED CLINICAL TRIALS    63October 2010

You enrolled subjects that did not meet the inclusion/exclusion 

criteria. In addition, there is no documentation the sponsor and 

IRB approved of these deviations. You must obtain prior approval 

by the sponsor for changes in or deviations from a plan, and, in ad-

dition, by FDA and IRB when the changes or deviations may affect 

the soundness of the plan or the rights, safety, or welfare of human 

subjects (21CFR812.150(a)(4)). (Devinney)

As a sponsor, you are required to obtain FDA approval and IRB 

approval when appropriate, and prior to implementing a change to 

the investigational plan (21CFR812.35). (Feins)

Although warning letters, or their equivalent, are not 

available outside the United States, some guidance on the ac-

ceptability of using waivers for inclusion/exclusion criteria is 

available at a Q&A website6 sponsored by the European Medi-

cines Agency (EMA). To the question “Can a sponsor pro-

spectively approve deviations (so-called “protocol waivers”) 

from the inclusion/exclusion criteria of the approved protocol 

without additional approval of the Ethics Committee and com-

petent regulatory authority?” the answer (in part) was: 

Adherence to the protocol is a fundamental part of the conduct 

of a clinical study. Any significant change to the protocol should be 

submitted as an amendment to the competent regulatory authority 

and Ethics Committee. Significant changes to the protocol include 

any change in inclusion and exclusion criteria, addition or deletion 

of tests, dosing duration of treatment etc…. Deviations from the in-

clusion/exclusion criteria of the protocol might erode the scientific 

and ethical value of the protocol and its authorization and might 

have an impact on the processes put in place for the care and safety 

of the study subjects.

Clinical practice vs. clinical research
Requesting (by the principal investigator) and granting (by 

the sponsor) protocol waivers for inclusion/exclusion crite-

ria, may be based on any of the following motivations: 

• The study drug is a good treatment for the subject who 

might not have another treatment option.

• The deviation is considered “safe” for the subject and 

would not influence the scientific integrity of the trial data.

• The trial needs to enroll as many subjects as quickly 

as possible.

• The sponsor wishes to maintain a good relationship with 

the investigator.

• The sponsor is interested in collecting data on the use of 

the drug in a population that will ultimately use the drug 

once it is marketed.

The first motivation blurs the line between “clinical 

practice” and “clinical research.” It may be true that the 
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Regulatory

enrollment of an ineligible subject into a clinical trial may 

benefit the subject. However, the purpose of clinical re-

search is not to make subjects well; the purpose of clinical 

research is to collect good data. Although enrolling ineli-

gible subjects into a clinical trial may be altruistically com-

mendable, it has the potential to jeopardize the validity of 

the entire trial. When an investigator signs the FDA 1572, 

protocol signature page, and study contract, he/she agrees 

to put aside his/her clinical practice “hat” and to don his/

her clinical research “hat,” meaning the principal investi-

gator will follow the IRB/IEC-approved protocol, even if 

following the protocol is not consistent with his/her rou-

tine medical practices. The only exception to this promise 

and commitment is to eliminate immediate hazards to the 

subjects; enrolling patients outside the trial’s inclusion/

exclusion criteria simply to provide a treatment that might 

benefit the patient does not meet this critical standard.

In the second motivation, the medical monitor might 

conclude that the deviation from an inclusion/exclusion cri-

terion would be “safe” for that individual subject, thus justi-

fying a waiver so the subject may be enrolled into the trial. 

However, this conclusion raises a basic and fundamental 

question on the reason the inclusion/exclusion criteria was 

written in the first place. If providing a waiver is considered 

a “safe” option, doesn’t this suggest that the trial is exclud-

ing other potentially eligible subjects as well? Wouldn’t 

this fact question the need for the restrictive nature of the 

inclusion/exclusion criterion, and would argue to amend 

the protocol to broaden that criterion so more patients 

could become subjects? The motivation for some sponsors 

to amend a protocol is a high incidence of waiver requests 

for a particular inclusion/exclusion criterion, or complaints 

by investigators that an specific criterion is causing many 

subjects to be ineligible.

The third motivation puts the sponsor’s interests above 

the protocol’s intent; the IRB/IEC’s purpose; and, poten-

tially, the study subject’s rights, welfare, and well-being, 

and opens the sponsor to a criticism of a conflict of interest. 

I n t he for t h mot ivat ion ,  p er t he reg u la t ions 

(21CFR312.56), sponsors have two options when they dis-

cover that an investigator is not complying with the proto-

col: secure compliance or discontinue the trial at that site. 

In the f if th motivation, expanding the inclusion/ex-

clusion criteria and, by extension, the intended patient 

population, has the potential to confound the interpretation 

of the data and jeopardize its usefulness and validity. Col-

lecting data on populations of subjects other than the one 

prescribed by the protocol typically is reserved for compas-

sionate use or Phase IV protocols.

The role of the IRB/IEC
As an auditor, I have had the opportunity to evaluate the 

requirements imposed by IRBs/IECs on principal investiga-

tors for reporting protocol deviations, including the enroll-

ment of ineligible subjects (based on the inclusion/exclusion 

criteria). These reporting requirements differ markedly be-

tween IRBs/IECs, and appear to fall into three categories:

• For some IRBs/IECs, the requirements are consistent 

with the regulations: principal investigators must re-

port proposed changes to study procedures, including 

changes to inclusion/exclusion criteria, and obtain ap-

proval to enroll ineligible subjects (based on inclusion/

exclusion criteria) before the subject is enrolled. 

• Other IRBs/IECs are tolerant of sponsor-provided pro-

tocol waivers that permit the enrollment of ineligible 

subjects into clinical trials. One IRB states in their guid-

ance that principal investigators need not report the 

enrollment of ineligible subjects (based on inclusion/

exclusion criteria) if the sponsor has provided a waiver. 

The IRB has transferred responsibility to the sponsor 

for a fundamental decision reserved by an independent 

IRB, namely, the assessment of the risk/benefit ratio for 

enrolling study subjects.

• Other IRBs/IECs are unaware, per internal policies, 

of the frequency protocol waivers being issued and the 

number of ineligible subjects who are being enrolled. 

In web-posted instructions, one prominent central IRB 

states, “The [X] IRB does not require that protocol devia-

tions be reported, unless they constitute an unanticipated 

problem.” The policy clearly discourages investigators 

from even reporting that a waiver had been granted by the 

sponsor to enroll an ineligible subject, since the deviations 

are not “unanticipated.”  The IRB, then, would be unaware 

of the number of ineligible subjects who are enrolled into a 

trial for which it has a responsibility to provide oversight.

IRBs should be critical of sponsors that give permission 

to principal investigators to violate the protocol in ways 

that affect the rights, welfare, and well-being of study sub-

jects, and should be critical of principal investigators who 

inform the IRB/IEC that a subject not meeting inclusion/

exclusion criteria has been enrolled without prior IRB/

IEC review and approval. IRBs/IECs should ensure their 

internal procedures remind principal investigators that it 

is the IRB’s responsibility, not the sponsor’s, to provide an 

independent assessment of the risk/benefits, including the 

enrollment of ineligible subjects into clinical trials. All de-

viations should be reported to the IRB/IEC when ineligible 

subjects are enrolled into a clinical trial, whether or not 

IRBs should be critical of sponsors 
that allow principal investigators 
to violate the protocol in ways that 
affect the rights of study subjects.
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there is a sponsor waiver. IRBs/IECs should clearly remind 

principal investigators that subjects not meeting inclusion/

exclusion criteria must receive IRB/IEC approval prior to 

their enrollment into the trial.

Enrolling subjects outside the criteria
Some sponsors and principal investigators insist that there 

is value in enrolling subjects outside the prescribed inclu-

sion/exclusion criteria, and there is no time to obtain IRB/

IEC approval prior to enrollment; in these cases, the prin-

cipal investigator and sponsor accept the inherent risks to 

themselves, the subjects, and the trial. One sponsor has a 

policy that waivers are allowed only once for any inclusion/

exclusion criterion; any other requests for waivers for that 

inclusion/exclusion criterion are not allowed, and the proto-

col would need to be amended.

As stated initially, it appears to be common practice for 

principal investigators to alert the IRB/IEC after the sub-

ject has been dosed, notifying the IRB/IEC that a protocol 

violation has occurred, and a subject who did not meet in-

clusion/exclusion criteria has been enrolled (viz. dosed).  

Although this practice is acceptable to some IRBs/IECs 

and has not been routinely cited as unacceptable in warning 

letters issued by the FDA, it is not consistent with GCPs.

The sponsor has two options for enrolling subjects into a 

clinical trial who do not meet the defined criteria: 

Amend the protocol. As stated earlier, if a sponsor re-

ceives many requests for waivers for a particular inclusion/

exclusion criterion, the sponsor should re-think the need 

for the restrictive language. If appropriate, the protocol 

could be amended, thus broadening the patient pool eli-

gible for study enrollment. 

Implement a compassionate use protocol. A compassionate 

use protocol could have much broader inclusion/exclu-

sion criteria. This option is particularly beneficial to obtain 

safety, as well as efficacy, data on a more heterogeneous pop-

ulation while not jeopardizing the validity of the clinical trial. 

Therefore, the principal investigator has three options 

for treating a subject who does not meet the trial’s criteria: 

• Request a compassionate use protocol from the sponsor.

• Obtain a waiver from the sponsor and obtain IRB/IEC 

approval prior to dosing the subject.

• Provide treatment with the drug once the clinical trial is 

complete, the NDA has been submitted and approved, and 

the drug is commercially available.

Conclusion and summary
Enrolling ineligible subjects into a clinical trial without 

prior approval by an IRB/IEC represents risks to the sub-

ject, the principal investigator, the sponsor, and the trial. 

Sponsors that provide waivers for inclusion/exclusion crite-

ria should ensure subjects are not enrolled into a trial until 

the enrollment of that subject is approved by an IRB/IEC. 

This requirement should be emphasized at the investiga-

tor’s meeting and throughout the clinical trial. Sponsors 

should ensure documentation of the waiver is contained 

within the site’s and sponsor’s trial master file, and should 

have standard operating procedures for the granting and 

documentation of waivers and protocol deviations, to en-

sure that these procedures are followed by investigators.

Based on sample warning letters that involved the enroll-

ment into clinical trial of subjects not meeting inclusion/

exclusion criteria, the FDA does not appear to be strictly 

enforcing the GCP requirement for ensuring IRB/IEC ap-

proval prior to the enrollment of these subjects, but does 

appear to require documented evidence that the investiga-

tor has received a waiver by the sponsor.

Investigators and sponsors should follow the local regu-

lations before enrolling subjects into a clinical trial who 

do not meet the inclusion/exclusion criteria of the IRB/

IEC-approved protocol. IRBs/IECs should clearly enunci-

ate their requirement that subjects not meeting inclusion/

exclusion criteria must receive IRB/IEC approval prior to 

the enrollment of those subjects into the trial.
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Community

BUSINESS AND PEOPLE UPDATE 
People
 ◗ With over 25 years of ex-

perience, Kevin K. Gordon 

has been appointed Chief 

Financial Officer of Quin-

tiles (Triangle Park, NC).

 ◗ Michael J. Gallagher, 

MD, has been named Vice 

President and Global Head, 

Medical Affairs, at Kendle 

(Cincinnati, OH) where he 

will provide global leader-

ship for the company’s med-

ical affairs organization. 

Jeffrey M. Zucker has been 

appointed as Senior Direc-

tor and Global Head, Patient 

Recruitment.

 ◗ Exco InTouch (Hertford-

shire, UK) has hired Judith 

Teall to fill its newly-created 

position of Director of Pa-

tient Recruitment. 

 ◗ Copernicus Group IRB 

(Raleigh, NC)  has made 

four additions to its team 

including Bill Van Nostrand 

as Vice President and Chief 

Business Development Of-

ficer, Tim Schuckman and 

Marcie Goodale as Regional 

Directors of Business De-

velopment, and Tita Jeter 

as Manager of Quality As-

surance and Regulatory 

Compliance.

 ◗ PPD (Wilmington, NC) 

has appointed Henrietta 

Ukwu, MD, as Senior Vice 

President of Global Regula-

tory Affairs.

 ◗ As Health Decisions’ (Dur-

ham, NC) Chief Technology 

Officer,  Bryan Minihan will 

strengthen the company’s 

proprietary HD360° tech-

nology platform.

 ◗ Previously the Senior 

Therapeutic Director for 

Oncology at i3, Jane Bentley, 

PhD, has joined Novella 

Clinical (Research Triangle 

Park, NC) as Vice Presi-

dent, Clinical Operations.

 ◗ CRF Health (Plymouth 

Meeting, PA) has hired 

Bonnie Teschendorf, PhD, as 

Patient Reported Outcomes 

Scientific Advisor where she 

will lead CRF Health’s PRO 

consulting initiative provid-

ing scientific insight and 

guidance to clients and in-

ternal staff, as well as to the 

global clinical trial sector.  

 ◗ Anthony Maida, PhD, will 

lead PharmaNet Develop-

ment Group’s (Princeton, 

NJ) oncology team in his 

new role as Vice President, 

Clinical Research. 

 ◗ Carlos Martínez Manchado 

has joined Ricerca 

Bioscience’s (Concord, 

OH) Analytical Chemistry 

department.

 ◗ Leading sales, marketing, 

and business development 

strategies for late stage 

business, Evelyn Graham 

will use her previous drug 

development experience 

as  Worldwide Clinical Trials’ 

(King of Prussia, PA)  Exec-

utive Vice President, Global 

Business Development. 

 ◗ Biomedical Systems (St. 

Louis, MO) has promoted 

Shanin Hagene to the posi-

tion of Director of Con-

tracts and Budgets where 

she will supervise a team 

of contract specialists in 

the St. Louis and Brussels 

offices, and Steven De Her-

tefelt has been hired to the 

position of Business Devel-

opment Director, Europe.

 ◗ Synexus (Manchester, 

UK) has made several 

changes to its executive 

management team with the 

appointment of Christophe 

Berthoux, MD, as Chief 

Executive. 

 ◗ Bringing with her more 

than 20 years experience, 

Julie Heneghan has been 

appointed Vice Presi-

dent of Advanced Clinical 

(Bannockburn,IL).

 ◗ Stuart Mudge, PhD, has 

been appointed Global Reg-

ulatory and Clinical Affairs 

Manager by HalcyGen Phar-

maceuticals (Melbourne, 

Australia).

 ◗ CTI Clinical Trial and 

Consulting Services (Blue 

Ash, OH) promoted Nick 

Schatzman to Business 

Development Associate. 

Timothy Bockerstette has 

joined as Director, Business 

Development Operations.

Alliances
• PPD (Wilmington, NC) 

and Microsoft (Redmond, 

WA) have entered into an 

agreement to jointly imple-

ment a technology solution 

designed to improve ef-

ficiency in managing Risk 

Evaluation and Mitigation 

Strategy programs by using 

Microsoft Amalga Unified 

Intelligence System and Mi-

crosoft HealthVault.

• BioClinica (Newtown, PA) 

has created strategic part-

nerships with Axio Research 

Corporation (Seattle, WA) 

and Beardsworth Consulting 

Group (Flemington, NJ) to 

strengthen the BioClinica 

Certified Partner Program 

and provide customers 

with additional support in 

therapeutic areas of study 

and data monitoring and 

management.

• Anavex Life Sciences (Cali-

fon, NJ) has signed a master 
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Community

services agreement with 

Genesis BioPharma Group 

(Hoboken, NJ) and ABX-CRO 

Advanced Pharmaceutical 

Services (Dresden, Ger-

many) to begin clinical stud-

ies and regulatory filings 

for ANAVEX 2-73, its lead 

compound for the treatment 

of Alzheimer’s Disease.  

• Clearstone Central Labo-

ratories (Toronto, Canada) 

has created a global col-

laboration with LabCorp 

through its Esoterix Clinical 

Trials Services (Cranford, 

NJ) division, providing cli-

ents with access to CAP-ac-

credited laboratories across 

both. Under the agreement, 

clients of each company will 

be able to access LabCorp’s  

assay portfolio and Clear-

stone’s central laboratory 

protocol management sys-

tem: APOLLO CLPM.

• Argint International 

(Budapest, Hungary) and 

Brookwood International 

Academy (Surrey, UK) have 

entered into a strategic 

partnership giving Argint 

exclusive distribution rights 

for the Academy’s training 

courses throughout Central 

and South Eastern Europe.

• The Institute of Clinical 

Research (Buckingham-

shire, UK) has entered into 

a collaboration with the 

Pan-Asian Clinical Research 

Association (PACRA) (Sin-

gapore), which allows ICR to 

expand its global presence 

in the Asia Pacific region by 

letting the company provide 

research and training to PA-

CRA members research pro-

fessionals across the region. 

As part of the agreement, 

the ICR’s members’ journal 

CRfocus will be produced 

quarterly and rebranded 

as “Silk Route” for the Asia 

Pacific members via the PA-

CRA website.

Awards
• MedNet Solutions (Min-

netonka, MN) and Nextrials 

(San Ramon, CA) have been 

named to the Inc. 5000 list, 

a listing compiled annually 

by Inc. Magazine, recogniz-

ing America’s fastest-grow-

ing private companies, for 

the fourth year in a row. 

• Rho (Chapel Hill, NC) has 

been designated as one of 

the 50 most family-friendly 

places to work in North Car-

olina for 2010 by Carolina 

Parent Magazine.

• PPD (Wilminton,  NC) 

has established preferred 

provider relationships with 

a network of sites including 

Commonwealth Biomedical 

Research (Madisonville, 

KY), CNS Network (Los 

Angeles, CA) and Lovelace 

Scientific Resources (Albu-

querque, NM), in order to 

conduct Phase I trials to 

meet growing client demand 

for these services.

Company News
• A new clinical service 

provider, FlexCare Clinical 

Research (Chicago, IL), has 

formed to provide study vis-

its in the home or other al-

ternate site settings through 

a network of clinicians.

• CRF Health (Plymouth 

Meeting, PA) has launched 

an Inventory Management 

Program that offers device 

buyback options, third-

party brokerage services 

to transfer devices between 

clients, new equipment 

for long-term investment, 

reconditioned equipment 

to reduce the upfront costs, 

refurbishing services on 

both client owned devices 

and newly acquired devices, 

and leasing options. The 

company has also recently 

completed the ePRO vendor 

certification program for 

use with the EXAcerba-

tions of Chronic Pulmonary 

Disease Tool, a patient-

reported outcome measure 

designed to standardize 

the method for evaluating 

the frequency, severity, and 

duration of acute exacerba-

tions of chronic obstructive 

pulmonary disease and 

chronic bronchitis in the 

United States, as well as 

international based studies 

and clinical trials.  

• Quay Pharma (Derby,  

UK) has been appointed by 

a Japanese pharmaceutical 

company to handle the clini-

cal trial drug manufacture 

of two NCEs for UK trials, 

which marks the first time 

the Japenese company has 

outsourced clinical trials 

manufacture to a European 

company.  

• US Oncology (Woodlands, 

TX) has played a role in the 

development of 42 novel 

cancer therapies approved 

by the US Food and Drug 

Administration, assisting 

most recently with Tasigna 

capsules, a medicine devel-

oped by Novartis.

Mergers/
Acquisitions
• To expand its biophar-

maceutical development 

services globally, the Halifax 

Group (Washington, DC) 

and SV Life Sciences (Bos-

ton, MA) have made a series 

of acquisitions including 

ClinResearch (Nordrhein-

Westfalen, Germany), AD-

DPLAN (Cologne, Germany), 

and Fulcrum Pharma (Hert-

fordshire, UK).

• Medco Health Solutions 

(Franklin Lakes, NJ) ac-

quired United BioSource 

(Bethesda, MD) for approxi-

mately $730 million. 

• Oracle (Redwood Shores, 

CA) has completed its ac-

quisition of Phase Forward 

(Waltham, MA).

New Facilities
• Expanding its services in 

Asia, Marken (London, UK) 

has opened a branch in To-

kyo, Japan.

• CRF Health has opened a 

new 4,200 square foot ware-

housing facility in Philadel-

phia, PA, coinciding with 

the relocation of the U.S. 

corporate offices to Plym-

outh Meeting, PA.

• Cetero Research (Cary, 

NC) has expanded multiple 

Clinical Dermatology and 

Transdermal Delivery Sys-

tem services to four Cetero 

clinical facilities located 

in Miami, FL; St. Louis, 

MO; Toronto, Ontario; and 

Fargo, ND.

Products
• Schreiner MediPharm (Mu-

nich, Germany), a provider 

of specialty pharmaceutical 

labeling solutions, has in-

troduced a translucent, self-

adhesive film to neutralize 

color differences between 

placebo and drug solutions 

used in clinical trials. 

• Cytel (Cambridge, MA), a 

provider of adaptive clinical 

trial design services and 

software, has released Com-

pass, a software package for 

adaptive dose-finding stud-

ies based on frequentist or 

Bayesian methods.



www.appliedclinicaltrialsonline.com



70    APPLIED CLINICAL TRIALS   appliedclinicaltrialsonline.com October 2010
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>> For a comprehensive calendar of events see appliedclinicaltrialsonline.com

Calendar of Events

December
1: 11th Conference on 
European Electronic Document 
Management, Nice, France. 
Contact: DIA

1: Training Course on Practi-
cal Guide for Pharmaco-
vigilance: Clinical Trials and 
Post Marketing, Paris, France. 
Contact: DIA

1: Clinical Research, an Intro-
duction, Buckinghamshire, UK. 
Contact: ICR

1: Patient Recruitment and 
Retention for Diabetes and 
Obesity Interventions, Amster-

dam, Netherlands. 
Contact: NextLevel Pharma 

1-3: Good Manufacturing 
Practices, Costa Mesa, CA. 
Contact: CfPIE

2: Introduction to Medical 
Device Trials, Buckinghamshire, 

UK. Contact: ICR

2-3: Clinical Trial Design for 
Medical Devices, Costa Mesa, 

CA. Contact: CfPIE

2-3: Preparation of FDA 
Submissions (INDs, NDAs, 
BLAs, ANDAs, Post-Approval 
Supplements) and Commu-
nicating with the FDA, Costa 

Mesa, CA. Contact: CfPIE

2-3: Coordinating a Clinical 
Trial, Coral Springs, FL. Contact: 
Medical Research Management, 

(877) 633-3322, 

www.cra-trainng.com

2-3: Clinical Trials for Pharma-
ceuticals: Design and Develop-
ment, Boston, MA. 
Contact: Barnett

2-3: Clinical Investigator 
Workshop, Ft. Lauderdale, FL. 
Contact: Society of Clinical 

Research Associates, 

(215) 822-8644, 

www.socra.org

2-3: Conducting Clinical Trials in 
Emerging Regions, Boston, MA. 
Contact: Barnett
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To see more A Closing Thought articles, 
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A Closing Thought

The Physician Payment Sunshine Act, 

which resulted from the passage of US 

healthcare reform legislation, is meant 

to create transparency in relationships 

between sponsors and investigators and 

ensure that payments do not impact sci-

entific objectivity. Yet, nearly one quarter 

of the US investigator pool is at risk, and 

the requirements of this act create serious 

concerns about the biopharmaceutical in-

dustry’s ability to recruit and retain a large 

population of well-qualified investigators.

To put these fees in perspective, the 

median payment to an investigator in the 

United States is approximately $3,500 per 

patient. This payment compensates the 

physician for what are often several visits 

by each patient. In addition, many inves-

tigators employ research assistants and 

use specialized technology to manage 

their research practices. These fees are 

hardly exorbitant given the time, effort, 

and skills involved.

While ACRO supports disclosure of 

payments to clinical trial participants, the 

association has concerns about the broad 

disclosure of fees and the perception that 

fees paid for legitimate research may 

constitute a conflict of interest. The as-

sociation is also concerned that requiring 

sponsors to report payments for clinical 

trial grants and research may impede sci-

entific excellence.

According to clinicaltrials.gov, 52 per-

cent of all clinical studies today are taking 

place in the United States. Legislators, 

regulators, and academic institutions must 

balance concerns over conflicts of interest 

and the Physician Payment Sunshine Act 

with the need for public disclosure in a 

way that does not take away from advanc-

ing drug discovery and development.

The first reports to the US Department 

of Health and Human Services (HHS) 

are due March 31, 2013, for payments 

made in the 2012 calendar year. While 

payments made for research must be 

reported with all other payments such 

as gifts, consulting fees, education, and 

travel, HHS is directed not to disclose 

the research payments until four years 

after they are made or upon the drug’s 

approval. This delayed disclosure is in-

tended to protect proprietary information 

for sponsors but creates a potential data 

management headache for HHS. 

While all regulations and reporting 

requirements related to the act have not 

been decided, ACRO is already reaching 

out to the pharmaceutical, biotech, and 

medical device industries to collaborate 

on guiding principles and the develop-

ment of a template for reporting physi-

cian and teaching hospital payments. 

Our focus is on ensuring compliance 

with the law and creating a consistent 

way for sponsor companies and contract 

research organizations to gather and 

report data. 

Currently, six states have their own 

“sunshine” laws, adding another layer of 

complexity to reporting. Perhaps these 

states could adopt the federal standard to 

somewhat ease the compliance burden.

Clinical research is, and should be, a 

highly regulated industry. But whether 

the issue is privacy, medical liability, 

conflict of interest, or payment disclo-

sures, we must weigh the benefits of the 

regulations against the possible negative 

consequences. In this case, is the in-

creased value of “sunshine” really worth 

the potential loss of one quarter of the US 

investigator pool? ❏

A 
recent survey of more than 200 active investigators by the 

Association of Clinical Research Organizations (ACRO) found that 

24 percent of physicians in the United States currently conducting 

clinical research would be less likely to do so if their income were disclosed. 

The act creates serious 
concerns about the 
industry’s ability to 

recruit and retain well-
qualified investigators.

William Sharbaugh
Chief Operating Officer, PPD, Inc. 
Chairman, ACRO

Implications of Physician Payment Act
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