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clinical trials will be

better able to complete

clinical trials of high

quality in a timely
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The performance of investigators at clinical trial sites plays a critical role
in research and development productivity, which has declined in recent
years, as evidenced by decreases in approved New Molecular Entities (NMEs)
and in the number of New Drug Applications (NDAs) submitted to the U.S.
Food and Drug Administration (FDA) for review and possible approval.' It
is critical that we learn what operational concerns at investigative sites may
be leading to this decreased productivity. Sponsor companies and contract
research organizations (CROs) that understand the investigative sites’ con-
cerns will be better positioned to recruit and retain investigators; a site often
decides to participate in a clinical trial based on its experience with the
organization that manages the trial. Furthermore, understanding the sites’
operational concerns can improve a study’s initial design and execution.
Clearly, organizations that incorporate what they learn from investigators
into the design and management of their clinical trials will be better able
to complete clinical trials of high quality in a timely fashion.

The University of the Sciences in Philadelphia and TTC Ilc are conduct-
ing an extensive analysis of why some clinical trials finish faster than oth-
ers. This analysis examines the study and site attributes associated with
completing clinical trial studies faster; the role of outsourcing in developing
drugs; and the demographic, research, and practice profiles of clinical sites.
Part of our analysis concerns what aspects of participating in clinical trials
prove most challenging to investigators.

This paper, drawing from a mail survey of U.S. investigators, concludes
that investigators’ concerns center on financial management, drug safety
reporting, and patient recruitment. Although these concerns are general
throughout the investigator community, they are only concentrated to any
statistically significant degree among those investigators most reluctant to
continue participation in clinical research.

Background, Methodology, and Caveats

The survey questionnaire included a number of areas:

e Investigator levels of dissatisfaction with key operational aspects of
conducting a clinical trial.

e Investigator willingness to continue as clinical investigators.

e The relationship of investigator demographics, practice profiles, clinical
research experience, and willingness to continue conducting clini-
cal research to investigators’ level of dissatisfaction with the operational
conduct of clinical research.



Tahle 1 Survey Return Rates for the 4,355 Sample and
the 764 Completed Questionnaires

Completed
Number of 1572s Total Study Sample (%) Questionnaires (%)
One 25 21
Two or more 75 79
Mean 1572s on file with the
FDA during the most 4.4 4.2
current three-year period

The study website contains a copy of the
complete questionnaire? and provides
the total set of respondent answers to all
questionnaire items.?

This article describes the differences
that are statistically significant at the
.05 level or stronger. Gamma statistics
and chi-square statistics were used for
ordinal data, and one-way analysis of
variance for metric data. Missing data
never exceeded 4% of the questionnaire
items for the respondents returning
completed documents.

Investigators’ concerns
center on financial
management, drug
safety reporting, and

patient recruitment.

Using the FDA 1572 database (the
Bioresearch Monitoring Information
System File), the project team drew a
random sample of 5,000 U.S. investi-
gators, stratifying by the number of
1572s on record for a specific investi-
gator.* Nearly 50% of the physicians in
the FDA 1572 database have only one
1572 on file during the most recent
three-year period (2005—07). We under-
sampled this large group of one-time
investigators, drawing only 25% of
the sample from this subset. We mailed
the other 75% to investigators with
more than one 1572 on file.

In total, we were able to confirm the
locations of 4,355 physicians for our
questionnaire mailing. We sent two
mailings to the principal investigators

with valid addresses, and followed our
initial mailing with a second mailing
to investigators who did not respond
the first time. We received 764 useable
questionnaires for a total response rate
of 17.6% (see Table 1).

There may be an important bias in
the physicians’ response rate: As a total
group, the investigators returning ques-
tionnaires may have a higher interest
in clinical research than the physi-
cians who did not return questionnaires.
Members of the group returning com-
pleted questionnaires may also differ in
such descriptive areas as demographics,
the nature of their practice, or specialty
area. IMS Health supplied these addi-
tional data for the total sampling frame,

enabling us to identify major differ-
ences between the total sampling frame
and the sites returning completed ques-
tionnaires. IMS was able to supply these
data for the 92% of the investigators
whose addresses corresponded to their
IMS Health records.”

The profile of investigators return-
ing questionnaires is generally compa-
rable to the total sample (see Table 2).
Although we do not rule out possible
biases in the returned questionnaires,
we do not believe any biases, what-
ever their extent, obviate the value of
the data.

Findings

We asked investigators to indicate if
they were dissatisfied with a number of
specific areas of conducting clinical tri-
als. The items covered a wide range of
activities involved in a typical clinical
trial. We found that the three specific
activities of greatest dissatisfaction
were all related to the financial aspects
of conducting clinical trials. Nearly one-
third of the respondents stated that they
have difficulty tracking costs against a
budget, and a slightly smaller number
point to their difficulties in develop-

Tahle 2 Investigator Demographics, Nature of Medical Activity, Nature of Practice,

Specialty and Prescribing Level

Total Investigators
Sampling Returning
Measurement ltem Frame Questionnaires
Investigator Demographics
% Female 15 15
Average age OON 54**
Nature of Medical Activity
Direct patient care 88 84
Medical research and teaching 8 13*
Nature of Practice
Group practice 50 48
1 or 2 person practice 19 19
Specialty, Prescribing, and Research Experience
Percent of investigators who come from
the 20 largest practices 91 91
Prescribing decile 34 3.3

* = .05 significance.
** = .01 significance.

PEER REVIEWED | 59



ing an accurate study budget against
which to track actual costs. A quarter of
the participants expressed a continuing
concern about the timely collection of
invoices against milestones.

According to one midwestern inves-
tigator, “Internal billing and collection
processes are difficult and payment
from sponsors is not always timely.”
Similarly, a Pacific Coast physician
wrote, “Based on current industry prac-
tices, it is almost impossible to track
milestone payments to ensure that
all study visits/procedures are being
reimbursed.”

In recent years, the popular media
and the scientific and medical litera-
ture have focused intensively on drug
safety and specifically on marketing.c®
In this study, we were struck by the
number of investigators who expressed
their concern with the processes for
reporting serious adverse events (SAEs)
in clinical trials. More than one-quarter
of the sites believe this is an important
concern in conducting clinical trials.

The three specific
activities of greatest
dissatisfaction were all
related to the financial
aspects of conducting

clinical trials.

Furthermore, our findings bear wit-
ness to the fact that drug development
professionals consider patient recruit-
ment to be a major obstacle in com-
pleting successful clinical trials in a
timely manner.” A Washington, D.C.,
investigator succinctly stated the con-
cern by noting, “Difficulty in recruiting
participants is the major snag in per-
forming these studies.” Similarly, a
Texas physician wrote, “We have been
participating in clinical trials since
1991, and if there was anything that is
difficult for us, it is patient recruitment.
I would like to have a better system in
place for recruitment. Otherwise, we
enjoy research.”
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In another area, many sponsor
companies make use of CROs to con-
duct clinical trials."™'* For example,
sponsor companies report that more
than 649% of all their Phase I-IV stud-
ies have a CRO involved at some stage
of the project.’® Some investigators
may prefer to work directly with the
sponsor pharmaceutical company.
However, most do not care whether
they work with a sponsor company or
a CRO." In this research, investigators
who do a lot of work with CROs do
not report higher levels of dissatisfac-
tion than investigators who undertake
relatively less work with CROs; we
find no notable difference in the
response patterns when we take into
account the amount of work an inves-
tigator does with a CRO.

Investigators are less dissatisfied with
other areas that the study explored. For
example, about one in 10 is dissatisfied
with the amount of time the study mon-
itor spends at the site. Even smaller
numbers mention being unhappy with
tracking clinical trial supplies and study
closeout (see Table 3).

Finally, using bivariate correlations
and multivariate models, we examined
whether any subset of investigators
indicated consistently higher or lower
levels of dissatisfaction. The variables
appear in Figure 1. With one excep-
tion, dissatisfaction was not higher in
any investigator subgroups. For exam-
ple, dedicated research sites were no
more dissatisfied than nondedicated
sites-even with the financial items. The
response pattern for office-based inves-
tigators did not differ consistently from
investigators located in hospitals or
based in teaching and academic medical
centers.

On several items, sites conducting
fewer Phase II and III clinical trials
were more dissatisfied. Their concerns
included tracking clinical trial costs
against budget, accurately forecasting
the study budget, and recruiting and
retaining patients. However, on only
one item-accurate study budget fore-
casting-were less experienced investi-
gators significantly (statistically) more
dissatisfied. Moreover, on some of the
other items, sites with more Phase II

Tahle 3 Percent Indicating

Dissatisfaction with
a Clinical Trial Activity

Tracking clinical trial costs 30
against the budget

Accurately forecasting study 27
budget

Timely collection of billables 26
against milestones

SAE reporting 26
SAE follow-up 5
Patient recruitment 22
Patient retention 4
Study monitor time at sites 12
Tracking clinical trial supplies 9
Study closeout 8

and III experience were the more dis-
satisfied set of investigators.

One subgroup of investigators did
demonstrate higher levels of dissatis-
faction. Predictably, investigators who
indicate that they probably, or defi-
nitely, will not continue to do clinical

Figure 1 Variables Examined

Major professional activity:
» Office based
* Hospital based
* Research/teaching based
* Other

Dedicated research site or not

Percent of studies done with a CRO
over the last three years

Number of full-time clinical research
coordinators

Total number of therapeutic areas in
which the investigator has conducted
clinical trials in the last three years

Total number of Phase Il and Il clinical
trials in the last three years

Total number of Phase | through IV
clinical trials in the last three years

Prescribing levels in total and in the
drug indication of the clinical trial

Likelihood of continuing participation in
clinical trial research




trials are less happy with many of the
specific operational activities associ-
ated with clinical research (see Table 4).
Only 5% of our study investigators did
not plan to take part in future clinical
trial research. These investigators were
more troubled than other investiga-
tors with some of the clinical research
processes, including forecasting and
tracking costs, recruiting and retaining
patients, the time the monitor spent at
the site, and closing out the study. They
were less concerned than other inves-
tigators with cash flow and patient
safety issues.

Discussion

Cautionary Notes
Mail surveys may be particularly sus-
ceptible to bias. Investigators return-
ing questionnaires in this study may,
for instance, have a greater interest
in conducting clinical trials. However,
in comparing investigators returning
questionnaires with those not returning
questionnaires, we found far more sim-
ilarity than dissimilarity on key demo-
graphic and practice characteristics.
These data cover the United States
only. We are conducting comparable
surveys in other geographic areas,
although data protection laws in many
of them prohibit third-party organiza-

tions from supplying physician-specific
data to research organizations.

More on Money
Investigators of all types, as we might
expect, are concerned about financial
issues, ranging from developing accu-
rate forecasts to cash flow. For example,
those in office-based practices are not
significantly more dissatisfied with the
financial aspects of clinical trials than
those working in hospital settings. We
found that financial remuneration is a
more important reason for these inves-
tigators to take part in clinical research
than it is for hospital-based investi-
gators or physicians in teaching hospi-
tals or academic medical centers.'®

We should distinguish between the
general level of financial remuneration
and the mechanics of financial man-
agement. It is doubtful that many inves-
tigators, or few others involved in new
drug development for that matter, feel
they are paid too much to conduct clin-
ical trials. Investigator participation in
clinical trials, in particular, is often
demanding from medical and adminis-
trative perspectives, yet many sites of
all types appear to continue to struggle
with the operational issues of financial
management.

From time to time, some managers
in sponsor pharmaceutical companies

Table 4 Clinical Trial Activity Dissatisfaction by the Likelihood of Continuing

Conducting Clinical Trials

Investigators Investigators

Likely to Not Likely to
Area of Dissatisfaction Continue Continue
Tracking clinical trial costs against the budget 29 *37
Accurately forecasting study budget 27 35
Timely collection of billables against milestones 26 21
SAE reporting 26 21
SAE follow-up 5 11
Patient recruitment 21 *38
Patient retention 4 *13
Study monitor time at sites 11 *21
Tracking clinical trial supplies 8 10
Study closeout 8 21

* = .05 significance.
** =01 significance.

indicate an understanding of the opera-
tional financial issues faced by sites,
as well as the possible financial man-
agement help that sponsor companies
might be able to offer sites, although
little is usually done. Clinical develop-
ment professionals are often simply too
overwhelmed by their own operational
demands to be able to expend time or
resources to assist sites with these finan-
cial management challenges. Moreover,
the incremental return to a specific
company from helping sites with finan-
cial management may not be immediate
enough.

Many sites of all types
appear to continue to
struggle with the
operational issues of

financial management.

It is probably of great value to indi-
vidual sponsor companies to work with
sites to improve their financial manage-
ment, both as a way to maximize the
value of the overall working relation-
ship between the site and the sponsor
company, as well as to make the gen-
eral prospect of conducting clinical
research at new and existing sites more
attractive. At a minimum, professional
drug development associations could
increase the level of financial manage-
ment training made available for inves-
tigative sites. Organizations involved
in drug development would do well
to expend the time to understand the
types of processes and systems sites
need to improve patient identification
and patient enrollment.

The SAE Factor

Also noteworthy is the uneasiness
among investigators about the report-
ing systems associated with SAEs. A
significant minority of clinical inves-
tigators in our study are troubled by
SAE reporting systems. They may be
more sensitive to the general issue
because medical professionals, regula-
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tors, officials, and the general public
have given it considerable attention. For
example, a recent Institute of Medicine
report highlighted the difficulty of
anticipating possible drug safety issues
with marketed drugs based on the rel-
atively small number of patients tak-
ing part in clinical research studies. In
addition, the FDA has adopted a new
organizational structure that separates
the approval of new drugs, including
examinations of the safety of proposed
products, from the monitoring of safety
for drugs already on the market.'

Pharmaceutical
companies must
understand in greater
detail the nature and
depth of the concern
about SAE reporting
that has surfaced in

this survey.

Whether or not this heightened pub-
lic attention has influenced the investi-
gator’s evaluations, we did find them to
be concerned about SAE reporting, and
this may be an increasingly large issue
for sponsor pharmaceutical companies.
The physician is critical in the medical
decision for a patient’s participation in a
clinical trial. Physicians who feel at all
uncomfortable with the issue of drug
safety reporting may be reluctant to
allow the participation of their patients
in a clinical trial. Similarly, a physician
may express this concern to other doc-
tors who may be contemplating taking
part in later-phase clinical research.
Pharmaceutical companies must under-
stand in greater detail the nature and
depth of the concern about SAE report-
ing that has surfaced in this survey; it
represents an especially important area
of future research for this project.

Finding Warm Bodies and More

Recruiting patients is an issue for a sig-
nificant minority of investigators. The
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difficulty in patient recruitment may
arise, on the one hand, from unrealistic
patient inclusion/exclusion criteria. In
this case, there is little else that sites
can do than to work with sponsor com-
panies to alter the criteria for a partic-
ular study. Pharmaceutical companies
themselves will have to find more effec-
tive ways to test inclusion/exclusion
criteria before beginning to recruit sites
and enroll patients. On the other hand,
sites are often limited by their own
patient records in finding potential
patients for clinical trials.

Other operational issues are less
troublesome. For instance, only one in
10 sites was disturbed by the time site
monitors spend at the study site.

In general, the pattern of dissatisfac-
tion is comparable across the investiga-
tors in this study. However, based on an
admittedly small group of investigators,
those who believe they will most likely
not continue with clinical research were
more dissatisfied than other investiga-
tors on a range of activities.

Conclusion

Conducting clinical trials is an increas-
ingly complex task. In our study, inves-
tigators of all types have comparable
levels of uneasiness about key activities
in conducting clinical trials. Under-
standing these investigator concerns
will help the perceptive sponsor com-
pany or CRO to attract and retain the
most valued investigators. Moreover,
understanding the sources of investi-
gator anxiety will highlight the areas
where effective management can intro-
duce improved clinical trial design and
management processes.
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