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Abstract

Objectives  To examine the factors related to actual patient recruiters among the physicians who mitially
agreed to collaborate in a randomized control il

Methods  We conducted a questionnaire survey of 679 physicians (512 actoal recruiter and 167 non-
recruiters) who had initially agreed w recruit patients for a clinical trial o determine fuctors 1 predict who
would actually do so.

Resulls  Rexponse rates among recruiters and non-recruiters were §7.5% and 73.1%, respectvely. Multivari-
ate logistic regression model showed that the propertions of regular users of computer [odds ratio (OR) =2.1,
95% confidence intervals (CH=1.3-3.3] (p=0.002) and current participants in other clinical trials (OR=2.2,
Cl=1.5-34) (p=0.001) were significantly higher among recruiters thun non-recruiters. Patients” reasons for
nun-participation as perceived by the physicians did not differ between recruiters and non-recruiters.
Conclusion  Results of this study might be useful in predicting actual recruiters al the outset of clinical i

als,
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Introduction

The Candesartan Antihypertensive Survival Evaluation in
Japan (CASE-J) wial is a prospective, multicenter, open-
label, randomized controlled wial in high-risk hypertensive
putients to compare the incidence of cardiovascular events
between those assigned to an angiotensin 11 receptor antago-
nist (candesartan cilexetil) and those 1o a calcium chunnel
blocker (amlodipine besilue) (1), This trial is unigue in that
its data collection and management are done either by a so-
phisticated Web-hased system or by fax. Il the system is
substantiated Lo be usuble, effective, and economically feasi-
ble, a Web-based system of this kind will become wide-
spread for large scale, multicenter clinical trial in the near
future (1), Even if u sophisticated computer system is avail-
uble, putient recruitment by u physician is the sine qua non

first step in a clinical trial.

Successful recruitment of patients Tor a climical tnal de-
pends on many factors, including the number ol putients
collaboruting physicians see, complexity/simplicity of inelu-
sionfexclusion eriteria and the process of obtaining informed
consent, and their enthusiasm for contributing o the success
of the wial among others, In a recent systematic review by
Ross et al, many factors were identified as barriers for a
clinical trial from physicians’ perspectives. including time
constraints. lack of stalf, worry about the impact on doclor-
patient relationship, concern for patients, loss of professional
auwtonomy, difficulty with the consent procedure, lack of
proper incentives, und uninteresting reseaich questions (2).
Thus, it is natural to expect that nol all physicians who ini-
ually agreed 1w collaborate acwally recruil patients for a
clinical triul, It would be helpful Tor investigators o predict
al the vutset of a clinical wial who would actually recruil
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patients.

This study was designed to determine the factors related
o actual recruiters among the physicians who had initially
agreed to collaborate in recruiting patients for the CASE-]
trial,

Methods

We senl questionnaires to all 679 physicians who had ini-
tially agreed 1o collaborate in recruiting patients for the
CASE-I trial in Junuary 2003 immediately after the end of
patient enrollment.

The questionnaire

The questionnaire was comprised of questions related 1o
demographics, academic background, prior experience in an-
other clinical trial/swdy, current participation in another
clinical trial. willingness o participate in fulure trials, and
computer use on a regular basis. Several additional ques-
tions were included for actual recruiters: number ol patients
they actually selicited for participation, the number of pa-
tients who linally agreed (o participate, and the physicians
accounts of patients’ refusal to pamicipate. For the last item
physicians were asked w0 quantily the number of patients
who refused to participate based on the set of reasons,

Procedure

Among 679 physicians who had initially agieed w col-
laborate, 512 actually recruited patients and 167 did not. We
asked them to answer questionnaire anonymously with a
pre-paid. pre-addressed envelope o fucilitate the retum of
the completed questionnaire. One month after the initial
postal mail, a reminder with an additional questionnaire was
sent o the non-responding physicians.
Statistical analyses

Statistical analyses were made with STATA  statistical
soltware (3). All the statistical tests were two-lailed and P
values of <0,05 were considered as statistically significant,
To determine factors predictive of actual recruiters. a logistic
regression amalysis was performed wking into consideration
actual recruiters ol patients as a dependent variable, and age.
sex, speciality of practice, working place. prior experience
in other clinical rial/study, current participation in other
clinical trial, and computer use on a regular basis as inde-
pendent variables. Bivariae logistic regression procedures
were performed first, and significance ut the level ol p=0.2
was considered as an entry criterion Tor multivariate logistic
model. Chi-square test was performed for categorical data
while either Swdent’s t-test or Munn-Whitney test was per-
formed for continuous data to compare characteristics be-
tween recruiters imd non-recruiters.
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Results

Response rate

Of guestionnaires sent to 679 physiciuns, responses were
received from 448 (87.7%) outl of S12 recruiters and 122
(73.1%) out of 167 non-recruiters, providing an overall re
spunse rate of 83.9%.

Main characteristics- actual recruiters vs non-
recruiters

Characteristics of the respondents are shown in Tuble 1.
The actual recruiters were more likely 10 be working in a
private hospital (p=0.06), a curreat colluborator ol another
clinicul triad (p=0.001), willing to participate in a future trial
(p=0.001), and a regulir computer user {(p=0.01). On the
other hand. non-recruiters were more likely to be private
practitivners (p=0.02). Other chivactenistics were nol signili-
cantly different between recruiters and non-recruiters,

The number of patients solicited

Recruiters solicited more patients for participation thun
non-recruiters (12,0 patients per physician vs 4.7 patients
per physician. p=0.001). A total of 5371 eligible patients
were solicited 10 enroll by 448 octual recruiter physicians
and 3,763 (8.4 patiemts per physician) ol them were en-
wlled. On the other hand, 271 eligible patients were up-
proached by 58 non-recruiter physicians (47.5% of 122 re-
spondents), and none of them agreed w participate. The re-
maining 64 non-recruiter physicians did not solicit any pa-
tient to begin with.



Table 2. Patients’ Reasons for Refusal to Participate as
Perceived by Physicians
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Predictors of actual recruiters for the CASE-J
trial

Logistic regression analysis revealed that the physicians
who were regular users of compulter [odds ratio (OR) =21,
95% contidence intervals (CH=1.3-3.3] (p=0.002) and cur-
rent participants in other clinical wials (OR=2.2, Cl=1.5-3.4)
(p=0.001) were more likely to actually recruit patients lor
the CASE-J trial.

Patients' reasons of refusal to participate

Actual recruiter physicians thought that patients” fear of
being a subject of research (35.9% of patients), opposition
from family member (26.7%), unwillingness to chunge the
medicine already prescribed (24.5%). and inability o under-
stand the significance of the wial (11.8%) scemed to be the
main reasons behind the refusal by patients (Table 2). On
the other hand, the corresponding figures for non-recruiter
physicians were 46.1%, 12.9%, 232%, and 13.7%, respec-
tively. Thus, the proportion of patients who refused to enroll
due o the seare ol being a subject of reseawch based on
physiciun observation was higher for non-recruiters than that
ol reeruilers (p=0.001) while the reverse was true Tor oppe-
sition from family members (p=0.001).

Discussion

In spite of their initial intention, about one-fourth (24.6%)
of the physicians (169/679) did not recruit patients for the
CASE-J tral, Regular computer users were more likely o
actually recruit patients, This could be due to the feature of
the CASE-J wial that patients” enrollment. follow-up and
other communication with data management center are puos-
sihle through sophisticated Web based system. in addition 10
fax. Thus, physicians who were not comlonable operating
Web-bused system, might have felt a resistance to collabo-
rute. Current participation in other clinical trial turned out 1o
be a significant factor associated with actual patient recruit-
ment. This means that the recruiters are more familiar with

and enthusiastic about clinical trials than non-recruiters.

Among the patients who relused 1o enrall, nearly one-
third (35.9%) for recruiter and half (45.1%) for non-recruiter
were afraid of being a subject of the research. A sizeable
number also mentioned about the opposition from (amily
members and unwillingness to change therapy. The neasons
behind the above-mentioned behaviors of the patients and
their family members could be manifold. Patients might
have serious health problems to think about participating
into a clinical study 10 provide scientific data for other pa-
tients in the future, On the other hand, physician factor
might have a link with this situation wo. Many of the physi-
cians could not obtain informed consent because they did
not explain whole scenario of informed consent 1w the pa-
tients properly.

Basced on the current data, patient recruitment for a clini-
cal trial can be improved by the following measures, First of
ull, instruction in detail and support on daily basis in operat
ing compulter progrum should be provided w the potential
colluborating physician, so that they can improve their com-
puter skills to expedite enrollment und follow-up procedure
us we recommended in our previous study (4). However.
this strategy is suvitable for only Web-based clinical trials.
Second. formal training on how to obtin informed consent
may overcome the problems, which may arise by mexperi-
enced approach to soliciting informed consent. Third, the
appeal 1o potential collaborating physicians on the value of
climical trials should be repeated at explanatory meetings s
frequently as possible.

There are some limitations 1o this study in terms of gen-
eralizability in particular. First, most of the respondents
were male physicians (94.4%), not representative of gender
distribution of Japanese physicians (85.7% were male in
2000) (5). Second, physicians surveyed in this study were
mostly cardiologists and internists (79.8% of the 1owal)
whereas these specialties collectively constituted only 30.6%
of the total physician population in Jupan (6). Third, the Fuc-
tors “regular computer user” is only generalizable for Web-
bused clinical trials, Thus, they neither represent the entire
physician community in terms of specialty and the wpic of
the clinical wial conducted in Japun. Further studies must in-
clude investigators in other specialty fields.

The results reported here have important implications re-
garding the faclors associated with successful recruitment of
patients m chinical trials. Appropriate steps should be tuken
in the planning stage to efficiently recruit patients for a
clinical trial.

The authors wish o thank all the physicians who participated
in the survey

References

1. Fukui T, Rahman M, Hayashi K, et al. Candesartan Antihyperten-
sive Survival Evaluation in Japan (CASE-J) trial of cardiovascular

events in high-risk hypertensive patients: rationale, design and
methods. Hyperens Res 26: 979-990, 2003

513



2. Ross S, Grant A, Counscll C, Gillespic W, Russcll 1, Prescott R. randomized controlled trial. Methods Inf Med 43: 268-272, 2004,
Barriers to participation in randomised controlled trials: a system- 5. Health and Welfare Staristical Association. Survey on physicians,

atic review. J Clin Epidemiol 52: 1143-1156, 1999, dentists, and pharmacist. Journal of Health and Welfare Staristics
3. STATA statistical software version 7.0 (Intercooled). STATA Cor- 9: 472, 2002 (in Japancse).

poration. 2003, College Station, Texas, USA. 6. Health and Welfare Staistical Association. Health care manpower.
4. Rahman M. Morita 8, Fukui T, Sokamoto J. Physicians’ choice in Joumal of Health and Welfare Statistics 9 170-183, 2002 (in

wsing intemet and fax for patient recruitment and follow-up in a Japanese).

€ 2006 The Japanese Society of Internal Medicine
hup:fwww.naika.or jplimindex. htnl



