
Sponsors, CROs reluctant
to alter standard practice

By Karyn Korieth

It is rare for the clinical trials industry to 

spend time and money on a tedious and 

labor intensive process when it is not re-

quired by the U.S. Food and Drug Adminis-

tration (FDA). But that’s exactly what is hap-

pening with source data verification.

FDA regulations do not require study 

monitors to check every source data point at 

each and every investigative site. But a highly 

conservative interpretation of FDA regula-

tions regarding data monitoring has led to 

100% source data verification (SDV) becom-

ing standard industry practice. And drug 

companies are reluctant to alter that practice, 

believing it remains the best way to ensure the 

validity and integrity of clinical trial data.

As sponsors’ budgetary pressures intensify, 

the practice of 100% SDV—which requires 

manual verification of all study data points 

against source documents and records—has 

been criticized for wasting time and money 

in the clinical monitoring process with no 

evidence that it improves data quality. Many 

have complained 100% SDV diverts attention 

and resources from more critical clinical trial 

activities.

Now, the Clinical Trials Transformation 

Initiative (CTTI), which includes both indus-

try and regulatory leaders, has raised serious 

concerns that monitoring practices that rely 

on multiple visits to sites and focus on source 

data verification may not be the most effec-

tive way to ensure the integrity of data and 

the protection of research subjects in clinical 

studies.

A few forward-thinking pharmaceutical 

companies and contract research organiza-

tions (CROs) have begun to look at alter-

native source data verification approaches  

that could improve both data quality and 

monitoring efficiency. A recent study found 

that a risk-based monitoring approach 

that reduced levels of SDV could save drug  
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Experts: past performance,
site focus reliable indicators

By Suz Redfearn

Only 7% of investigative sites in the U.S. 

deliver on promises made in their initial 

study feasibility assessment. In any other in-

dustry, that would be totally unacceptable.

“Imagine if I said to Toyota, ‘I accept that 

93% of your cars will not do what you say 

they will,’” said Malcolm Bohm, clinical tri-

als industry veteran and founder and former 

president of Trialytics, a site-performance 

metrics firm.

To make matters worse, in any multi-

center study, sponsors report regularly that 

only a small proportion of investigative sites 

(~20%) over-enroll and 30% meet their en-

rollment targets.  Half of all investigative sites 

under-enroll or fail to enroll a single patient 

into a clinical trial. 

The challenge: How to consistently iden-

tify and engage the top enrollers. Sponsors 

and CROs struggle with how to find those 

elusive high-performing sites. “Our problem, 

at its very core, is finding investigators that 

have a higher probability of being successful,” 

said Bohm. 

Many argue that site performance has far 

more to do with protocol quality and feasi-

bility than the characteristics of site opera-

tions. Still, sponsors and CROs, site selection 

consultants and commercial database pro-

viders have all pursued predictors of site 
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sponsors more than 20% of overall trial 

costs in a large phase III trial. Technology 

vendors, including Medidata Solutions and 

Oracle, support reduced or risk-based moni-

toring approaches in their electronic data 

capture (EDC) and clinical trial systems. In 

addition, the FDA is working on guidance  

concerning risk-based monitoring that 

would support alternatives to 100% source 

data verification.

While biopharmaceutical executives are 

interested in reducing levels of SDV out of 

a simple desire to lower costs, they remain 

cautious. “The pharmaceutical industry is a 

risk-averse industry, even though it is on the 

cutting edge of so many things. In general, it 

says, ‘If it ain’t broke, why fix it,’” said Jules 

Mitchel, Ph.D., president of Target Health, an 

eCRO that has used a risk-based monitoring 

approach in three clinical trials. “There is a 

lot of resistance to change because of habit 

and fear.”

Current practices
Sponsor interpretation of 100% SDV in-

cludes a long-standing perception that the 

FDA doesn’t want to find any errors or incon-

sistencies in the study data. Leslie Ball, M.D., 

director of the FDA’s Division of Scientific In-

vestigations (DSI), said during a recent public 

workshop that she has gotten into arguments 

with industry executives who insist that the 

FDA requires 100% source data verification. 

Yet FDA authorities maintain there are not 

explicit regulatory requirements for the type 

of study monitoring activities that must be 

performed.

“FDA’s clinical trial regulations obligate 

sponsors to monitor the progress of their in-

vestigations and to review and evaluate the 

evidence relating to the safety and effective-

ness of the drug as it is obtained from clini-

cal investigators conducting a trial,” said Ann 

Meeker-O’Connell, a policy advisor at the 

DSI’s Office of Compliance, CDER. “Spon-

sors must ensure that trial data are sufficiently 

accurate and complete. But our regulations 

neither specify how monitoring must be con-

ducted nor require specific data review meth-

odologies, for example, 100% source data 

verification.”

The agency is drafting a guidance that will 

describe the FDA’s current thinking on risk-

based monitoring approaches and recom-

mend how drug sponsors should devise and 

implement these models. An FDA spokesper-

son said the agency doesn’t have a timeframe 

for the guidance to be issued, but noted that 

the issue is a “priority.” In addition, DSI is 

working with CTTI to examine alternatives to 

100% SDV processes. “Regulatory authorities 

are very open to evaluating new approaches 

based on the recognition that monitoring 

methods that focus primarily on SDV may 

not always be the most effective way to ad-

dress specific aspects most relevant to the 

assessment of quality objectives,” said Patri-

cia Beers-Block, vice president of regulatory 

policy at Medidata Solutions and a former 

FDA safety officer for Good Clinical Practice 

(GCP). “Those quality objectives relate to hu-

man subject protection and the reliability of 

study results.”

The new FDA guidance will be issued as 

criticism grows about the high cost of source 

data verification, particularly in large trials. 

A recent Institute of Medicine (IOM) study 

found that clinical site monitoring can eat up 

to 30% of a phase III study budget; another 

study estimated the total cost for SDV in a 

phase III trial at $90 million. In some instanc-

es, it can take a full day or more to complete 

SDV for a single patient’s data, which places a 

tremendous burden on both the sponsor and 

sites. As studies have become bigger and more 

complex, sending monitors to visit every site 

and verify every source data point can be lo-

gistically impossible.

“One hundred percent source data veri-

fication is as robust as you possibly can be. 

That has been industry’s historical approach 

to things,” said Alan Louie, Ph.D., research 

director at IDC Health Insights. “But it was 

easier to do that when you didn’t have 10,000 

patients in every trial.”

In addition, industry and regulatory lead-

ers have expressed concern that monitoring 

methods focusing on SDV may not be the 
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best way to evaluate the quality of studies. 

In particular, significant resources often are 

dedicated to SDV of data that has little or no 

impact on study conclusions, such as physi-

cal examination, medical history or vital 

signs that are not part of the analysis vari-

ables. At the same time, the SDV process re-

quires monitors to focus on verifying num-

bers that have been transcribed from source 

documents, such as hospital records or of-

fice charts, to the drug sponsor’s case report 

form, rather than on more critical questions.

“The biggest problem in clinical trials is 

not whether a number is a 27 or 28. It’s pro-

tocol violations: Were the investigators really 

trained? Did they understand the protocol?” 

said Target Health’s Mitchel. “Drugs don’t 

get turned down because of source docu-

ment verification problems. They may get 

criticized, but they don’t get turned down. 

It’s all about the data quality and about in-

vestigators following the protocol.”

There is also a growing recognition  

that 100% SDV doesn’t necessarily result 

in higher data quality. A recent Society for 

Clinical Data Management report found 

that SDV, which is a manual review pro-

cess, is only 85% accurate. “The purpose of  

SDV is to answer that the data being collected 

by a sponsor is a true reflection of what is on 

the medical charts for the patients,” said Pat-

rick Nadolny, senior director of data man-

agement and programming at Allergan. “But 

is 100% SDV the best option? When you do 

100% SDV, in addition to being very burden-

some, it’s a very detailed task and prone to 

human error. Even doing 100% SDV does 

not guarantee 100% accuracy. It gives spon-

sors a false perception of security. It’s making 

people think about finding a better way to be 

more efficient and increase quality.”

Alternatives to 100% SDV
A recent study published in the Drug Infor-

mation Journal said drug sponsors could save 

up to 23% on a phase III study that combined 

a risk-based approach, which reduces the 

number of data points verified, with fewer 

monitoring visits. “The potential savings are 

approximately three to four billion dollars in 

the U.S. alone,” said Vadim Tantsyura, direc-

tor of data management for Infinity Pharma-

ceuticals and the lead author of the study.

The industry has begun to look at more 

focused alternatives that could save money 

without undermining the validity and integ-

rity of the clinical trial data. Some sponsors are 

considering a risk-based monitoring option 

in which teams identify the highest risk areas 

for the data and then tailor their source data 

verification strategy to these risks. Both the 

study parameters—including the size, phase 

and complexity of the protocol—and the ex-

perience of the site staff are considered when 

assessing the study risk. “Sponsors are begin-

ning to move to a method where monitoring 

is much more focused on the areas of interest 

to the firm,” said Simon Brooks, senior direc-

tor of product strategy at Oracle. “They focus 

on sites where they think there might be an is-

sue, on regions where they’ve had problems in 

the past, or on critical data endpoints.”

At the same time, various algorithms have 

been discussed. One option starts with 100% 

SDV of study data and then, if no significant 

data quality issues are identified at the site, 

the volume of SDV decreases on subsequent 

visits. Another approach calls for beginning 

with 50% SDV and increasing the verifica-

tion to higher levels as needed. Sponsors also 

are considering random SDV approaches, 

focusing monitoring efforts on adverse 

events and safety, and options that mix vari-

ous alternative SDV approaches. “People are 

trying to find the safest model they can use 

without compromising quality, but still re-

ducing costs and becoming more efficient,” 

said Allergan’s Nadolny.

The biopharmaceutical industry also is 

examining the success of government and 

academic models, which involve lower lev-

els of SDV and fewer monitoring visits. Ac-

cording to a monitoring study conducted 

by CTTI, 83% of drug sponsors reported 

always verifying case report form (CRF) 

data against source data while only half of 

academic and government organizations al-

ways verified source data at the 100% level. 

In addition, the study found that academic 

and government organizations performed 

fewer site monitoring visits than CROs and 

pharmaceutical companies.

Challenges to partial SDV
One of the main challenges in shifting to 

partial or risk-based SDV is the lack of well-

established processes and controls for this 

type of monitoring. Drug companies need 

to change internal processes to implement 

new monitoring approaches. “It’s a new way 

of thinking for the organization; a lot of peo-

ple are tied to the traditional approach, so it 

takes time to move things forward,” said Steve 

Young, senior product director of Medidata 

Solutions.
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Since mainstream EDC and electronic 

clinical trial systems largely were developed 

to support 100% SDV, technology vendors 

must enhance their systems to allow partial 

SDV across various study designs before 

there can be widespread adoption of alterna-

tive approaches. Among the first to enter this 

partial SDV technology market, estimated 

at $50 million worldwide by IDC Health 

Insights, is Medidata Solutions, which intro-

duced an extension to its EDC and clinical 

data management (CDM) platforms in June 

called Rave Targeted SDV. Oracle’s exist-

ing EDC tools already allow drug sponsors 

to implement a variety of partial SDV ap-

proaches, and the company is looking to pro-

vide more flexibility for their tools to support 

alternative SDV options in the future.

Target Health, which has developed its own 

EDC software, offers its clients a risk-based 

approach to monitoring that has been used 

in three clinical trials. Other EDC vendors are 

expected to add enhancements to their sys-

tems to allow sponsors to implement reduced 

or risk-based SDV approaches with their cur-

rent infrastructure. “Partial SDV is a tool that 

over the near term is going to become part 

of all of the major commercial eclinical solu-

tions,” said IDC Health Insight’s Louie.

But there is a need for an objective mea-

sure to prove the effectiveness of the process, 

said Allergan’s Nodolny, an aspect absent 

from recent discussions about risk-based 

SDV options. Until an electronic clinical 

trial system has been enhanced to include 

an objective quantification of the SDV out-

come, drug sponsors may be reluctant to 

adopt risk-based approaches.

“If you don’t have the process to monitor 

your risk, you don’t know what is a good risk 

or a bad risk and you can’t justify it to the 

FDA or any other regulatory agency,” he said. 

“We cannot perform adequate risk-based 

source data verification if we don’t have an 

objective quantification process in place. A 

well-defined SDV error rate might be the 

key for changing the process. We need to be 

able to sit in front of an inspector and justify 

our process. We want something tangible 

and unbiased. And if we have that, we would 

feel very reassured about our strategy.”

Perhaps the biggest obstacle to implemen-

tation of new risk-based monitoring ap-

proaches, however, is the pervasive caution 

in the industry. Many drug sponsors, who 

are notoriously risk adverse, are reluctant 

to change clinical trial practices that have 

been successfully used in previous drug ap-

provals. Some executives are nervous about 

using statistical risk-based approaches until 

the FDA clarifies what is acceptable in this 

area. Also, a widespread perception that us-

ing a novel monitoring method may result 

in additional regulatory scrutiny of clinical 

trials exists.

Looking ahead
Some drug sponsors may resist making 

the investment needed to modify their ap-

proach to SDV, since once electronic health 

records (EHR) eventually are integrated 

with EDC, the existing process will be dis-

rupted even more radically. Many argue that 

the need for SDV will be largely eliminated 

in the future. Yet realistically, the next step in 

that process evolution is a decade away, said 

Infinity Pharmaceutical’s Tantsyura. “We 

need to do clinical trials for 10 years before 

EHR become prevalent. Reduced SDV has 

a potential to save $3 to $4 billion per year. 

Multiplied by 10 years, it will result in $30-

plus billion burned with zero return-on-

investment if we do not adopt reduced SDV 

promptly,” he said.

Most industry experts see a widespread 

adoption of risk-based monitoring strat-

egies once organizations become more 

comfortable with the concepts and are able 

to put the necessary processes and tools in 

place to support them. Others believe in-

dustry will remain cautious in adopting new 

approaches until the FDA clarifies what is 

acceptable for risk-based monitoring and a 

few forward-thinking drug sponsors have 

used the method successfully in their new 

drug applications.

“It’s a new area. Some sponsors have to 

become pioneers and lead the way by tak-

ing calculated risks,” said Allergan’s Nadolny. 

“After the first few companies have success-

ful submissions with that [new] approach, 

the industry will follow.”   

Karyn Korieth has been writing for Center-
Watch since 2003. Her 30-year journalism ca-
reer includes work in local news, the healthcare 
industry and national magazines. Karyn holds 
a Master’s degree from the Columbia Univer-
sity Graduate School of Journalism. She can be 
reached at karyn.korieth@centerwatch.com.
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