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U ORIGINAL ARTICLE O

Physicians’ Attitudes Toward Anticoagulant Therapy
in Patients with Chronic Atrial Fibrillation

Kenji MAEDA, Tatsuya SAKAIL, Kenji HIRA, T. Shun SATO*, Seiji BITO**, Atsushi ASAT***,
Keiko HAYANO****, Shinji MATSUMURA*****_ Seiji YAMASHIRO****¥* and Tsuguya FUKUI

Abstract

Introduction  Although many clinical trials have dem-
onstrated that anticoagulant therapy substantially re-
duces the risk of ischemic stroke in patients with atrial
fibrillation (AF), some physicians are reluctant to use an-
ticoagulants. We investigated attitudes of physicians in
Japan toward anticoagulant therapy in chronic AF pa-
tients.

Methods We conducted a survey at the annual meet-
ing of the Japanese Society of General Medicine. We pre-
sented subject physicians with 8 vignettes of chronic AF
patients and requested that they indicate their most fa-
vored choice of therapy from among 6 strategies includ-
ing warfarin and aspirin. :

Results We distributed 209 questionnaires and re-
ceived 139 replies (67 % response rate). For all 8 vignettes
presented, only 26% of the respondents preferred to use
anticoagulant therapy in AF patients. Longer clinical ex-
periences and responsibility at a teaching hospital were
associated ‘with negative attitude toward anticoagnlant
therapy, while experience of preventive therapy in pa-
tients with thromboembolism due to AF and strong influ-
ence of clinical trials of anticoagulant prophylaxis on
their practice were associated with positive attitude to-
ward the therapy. Among patient characteristics in the
vignettes, a risk of thromboembolism was positively asso-
ciated with preference for anticoagulant therapy, but an
advanced age and a risk of bleeding complications were
negatively associated with the preference for the therapy.

Conclusions The physicians in Japan in this survey,
especially those with longer clinical experiences or re-
sponsibility at a teaching hospital, have a negative atti-

tude toward anticoagulant therapy in chronic AF pa-
tients. An advanced age and a risk of bleeding complica-
tions of patients are deterrent factors to the use of
anticoagulant therapy.

(Internal Medicine 43: 553-560, 2004)

Key words: atrial fibrillation, warfarin, physician practice
patterns, questionnaires, Japan

Introduction'

Chronic atrial fibrillation (AF) is a common arthythmia
and increases in prevalence from approximately 2% in the
population aged 60 to 69 years to 7% in 70 to 79 years (1).
AF is an important risk factor for ischemic stroke and has
been reported to increase its risk about 5-fold (1, 2). Several
randomized clinical trials {RCTs) have shown that antico-
agulant therapy decreases the incidence of thromboembolism
by about 70% in patients with chronic AF (3-8). Consequ-
ently, most evidence-based guidelines recommend antico-
agulant therapy for chronic AF patients requesting at the
same time to be individualized according to each patient’s
risk for thromboembolism (9-11).

However, anticoagulant therapy trends to be underutilized
in chronic AF patients. In fact, only 21 to 60% of chronic AF
patients were reportedly given anticoagulants in Westemn
countries (12). Physicians’ perceived risk of anticoagulant
therapy, i.e., increased frequency of haemorrhagic complica-
tions and cumbersome monitoring of prothrombin time
among others, seems to be responsible for the reluctance of
physicians to undergo the therapy. Several cross-sectional
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surveys on the management of chronic AF patients showed
that physicians’ perception of risk-benefit balance of antico-
agulation affected their decision to anticoagulate chronic AF
patients (12). Patients’characteristics, such as age or comor-
bidity, and physicians’ specialty also affected the decision
making process.

In Japan, compared to western countries, anticoagulant
therapy is far less likely to be given to chronic AF patients.
The proportion of patients on anticoagulants has been re-
ported only from 14 to 17% (13, 14). The high incidence of
hemorrhagic stroke (15-17) and low ipcidence of thrombo-
embolic diseases (18) in the Japanese 'population might ex-
plain some of the low proportions of chronic AF patients on
anticoagulants. Furthermore, a knowledge gap among pri-
mary care physicians regarding results of recent clinical tri-
als, a lack of time to manage in an ideal way every patient at
overcrowded outpatient clinics might be the reasons for such
low anticoagulation rates in Japan,

The purpose of this study was to examine Japanese
physicians’ attitude toward anticoagulant therapy in chronic
AF patients and to explore the reasons behind a low antico-
agulation rate, if revealed, in Japan. We specifically exam-
ined what factors of physicians and patients would influence
physicians’ decision making in this regard.

For editorial comment, see p 529.

Methods

Subjects and Method's

Self-administrated questionnaire was developed and djs-
tributed to ‘participants of the 9th annual meeting of the
Japanese Society of General Medicine in Tokyo in February
2001. Members of the Society were mostly primary care
physicians, internists with subspecialties, and general inter-
nists who work at academic settings or teaching hospitals.

Measurements

In the questionnaire, we first asked about respondent’s
background characteristics: age, gender, number of years
since graduation from medical school, specialization, and
setting of their primary responsibility. Secondly, we asked
questions on the following: their experiences of managing an
acute thromboembolism in AF patients or bleeding compli-
cations due to anticoagulant therapy, and providing preven-
tive therapy for thromboembolism due to AF; their acces-
sibility to a cardiologist and/or a neurologist for consultation,
Thirdly, we asked about their belief regarding degree of im-
pact of clinical trial results on their own daily practice and
their knowledge of and experience in evidence-based medi-
cine (EBM).

Finally, we presented 8 vignettes of hypothetical patients
with chronic nonvalvular AF (NVAF) (see Appendix). Each
vignette included different sets of clinical characteristics of
a hypothetical patient regarding age, presence or absence of
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risks for thromboemboiism (a history of a transient ischemic
attack 6 months ago) and bleeding complications (a history
of a bleeding gastric ulcer 3 years ago). We asked the res-
pondents to indicate which management they would choose
for these hypothetical patients from among 6 options:
“warfarin and aspirin”, *“warfarin”, “aspirin”, “warfarin or
aspirin”, “others” or “none of the above”.

Statistical analysis

Based on the answers, we classified respondents into two
groups: the one group who had a positive attitude and the
other, a negative attitude toward anticoagulant therapy. The
former group consisted of the respondents who chose
“warfarin” or “warfarin and aspirin” for at least one of the 4
vignettes of hypothetical patients with no particular risk for
bleeding complications. The rest of the respondents were
considered as having a “negative attitude.” Patients with no
known risks for bleeding complications, as strongly recom-
mended by authoritative practice guidelines (9-11), should
be on anticoagulant therapy regardless of other characteris-
tics of patients.

We examined any association between respondents’ atti-
tudes toward or against anticoagulant therapy and responde
nts’ background characteristics by calculating ratios of pro-
portion of respondents with a positive attitude toward antico-
agulant therapy for each category of the characteristics.

We then examined an association between respondents’
attitudes toward or against anticoagulant therapy and patient
characteristics in the vignettes by building a logistic regres-
sion model adjusting all the characteristics of respondents.
No variable in the model was eliminated from the analysis.
We used the generalized estimation equations approach (19,
20) 1o adjust for the influence of lack of independency of in-
dividual answers; as each respondent might answer the ques-
tions in the 8 vignettes consistently toward a specific choice,
independence of individual answers was not guaranteed.
Microsoft EXCEL2000 (Microsoft Corp.), and SAS System
for Windows version 6.12 (SAS Institute Inc., Cary) were
used in the analyses.

Results |

We distributed the questionnaire to 209 physicians among
253 participants at the meeting, and obtained 139 responses
(response rate of 67%). Thirteen responses were excluded
because of incomplete answers and the remaining 126 re-
sponses were analyzed.

Most of the respondents were middle-aged male physi-
cians (median age: 38 years old, the mean years since
graduation from medical school: 14 years) (Table 1). Twelve
percent of them were cardiologists. The majority (72%) had
their primary responsibility at teaching hospitals and about
half (47%) at an academic setting.

For all the.8 vignettes presented, 26% of the respondents
chose “warfarin” or “warfarin and aspidn” and 33%
“aspirin” (Table 2). Only 34% chose “warfarin” or “warfarin
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Table 1. Physicians Characteristics Included in the Survey

Characteristic No. of Physicians (%)

Gender

Female 13 (10)

Male 113 (90)
Years since graduation from medical school

11- 76 (60}

1-10 50 (40)
Specialization (multiple answers)

Cardiology 15 (12)
_ General interna! medicine/general medicine 73 (58)

Other speciality 38 (30)
Major place of work

University hospital 59 47)

Accredited teaching hospital 32 (25)

Non-teaching hospital 24 (19)

Clinic S

Research institute 2(2)
Experience of managing acute thromboembolism in patients with AF

Yes 120 (96)

No 5(4)
Experience managing hospitalized patients with bleeding complica-
tions due to anticoagulant therapy or antiplatelet therapy

Yes 83 (67)

No 41 (33)
Experience with preventive therapy for thromboembolism due to AF

Encugh experience 20 (16)

Moderate experience 539 47

Poor experience 42 (34)

No experience 4 (3)
Accessibility 10 a cardiologist and/or a neurologist

Possible 91 (73)

Impossible 24 (19)

A specialist myself 10 (8)
Impact of clinical trials on your practice of anticoagulant prophylaxis

* Very strong 32 (26)

Strong 73 (58)

Weak 9 (7

Very weak 5 (4)

Don’t know these trials 6 (5)
Knowledge and experience of evidence-based medicine

Very good 16 (13}

Good 86 (69)

Poor 18 (14)

Very poor 5

and aspirin” in one of the 4 vignettes of hypothetical patients
without a risk for bleeding complication, showing positive
attitude toward anticoagulant therapy in our current defini-
tion. For the vignettes of hypothetical patients with a risk for
bleeding complication, more than 80% of respondents
showed a negative attitude. Longer clinical experience and
responsibility at a teaching hospital were negatively associ-
ated with the physicians’ attitudes toward anticoagulant ther-
apy, while experiences of preventive therapy for thrombo-
embolism and a strong influence of clinical trials were
positively associated with the therapy (Table 3).

Intzrnal Medicine Vol. 43, No. 7 (July 2004)

After adjusting all the physicians’ background characteris-
tics, respondents were shown to be about 70% less likely to
prefer anticoagulant therapy when the patient was an octoge-
narian or when the patient had a risk for bleeding complica-
tion, although twice more likely to prefer the therapy when
the patient had a risk for thromboembolism (Table 4).

Discussion

The respondents in this survey showed a very conserva-
tive attitude toward anticoagulant therapy in chronic AF pa-
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Table 2. Physicians’ Treatment Preference in 8 Vignette of Patients with Nonvalvular Atrial Fibrillation

Factors in vignette Treatment preference by physicians, no. (%) Attiwde 10 AC, no. (%)
Risk factor Positive attitude to AC Negative attitude to AC Total
Age Positive  Negative
Thromboembolism  Bleeding WA and ASA WA WA or ASA  ASA Others None Not sure
62 - - 1¢D 39 (31) 8 (6) 63 (50) (o) 13 (10) 2() 40 (32) 86 (68) 126
68 + - 12 (10) 59 47 8 (6) 43 (34) 3(2) 0 (0) 0 (0 TLGN 5443 125
68 - + 11 22 (18) 4(3) 26 21y 17 (14) 433  12(10) 23(18) 102 (8] 125
68 + + 4(3) 36 (29 6 (5) 35 (28) 19 (15) 11 (9 12 (10) 40(33) 83 ¢67) 123
82 - - I 23 (18) LX) 47 (31 1 42 (33) 4 (3) 2419 102 (81 126
82 + - 4..(3) 31 (29) 7(6) 65 (52) 5(4) 114{9) 3(2) 3528y 91(7n 126
82 - + 0(0) 3 () 3 20(16) 13 (10) 2(57y  10¢8) 8(6) 118 (94) 126
82 + + 0 (0 17 (14) 6(5) 33(26) 23(18) 3125 15012 17(14) 108 (86) 125
Total 23 (2) 235 (23} 50 (5) B233 818 2322y 58 (6) 258 (26) 744 (79) 1002

WA: warfarin, ASA: aspirin, AC: anlicoagulant therapy.

Table 3. Univariate Analysis of the Influence of Physician Characteristics on Physician

’s Preference for Anticoagulant Therapy

Physician characteristic

Proportion of physicians who Ratio of proportion (95%
prefer anticoagulant therapy Confidence interval}

-208 -

(%)
Gender
Female 85 1.4 (1.1-1.9)
Male 60 Reference
Years since graduation from medical school
11— R 54 0.71 (0.55-0.92)
1-10 76 Reference
Specialization
- -Cardiology ) 67 1.0 (0.66-1.6)
General internal medicine/general medicine 60 0.92 (0.68-1.2)
Other speciality 66 Reference
Major place of work
University hospital/research institute 53 0.73 (0.55-0.98)
Other than the above* 72 Reference
Experience with managing acute thromboembolism in patients with
AF
Yes 63 0.78 {0.49-1.2)
No 80 Reference
Experience managing hospitalized patients with bleeding complica-
tions due to anticoagulant therapy or antiplatelet therapy
Yes 65 1.1 (0.82-1.5)
No 60 Reference
Experience with preventive therapy for thromboembolistn due to AF
Enough/moderate experience 72 L5 (l.I-2.)
Poor/no experience 49 Reference
Accessibility to a cardiologist and/or a neurologist
Possiblefa specialist myself 60 0.81 (0.61-1.1)
Impossible ' ‘ 78 Reference
Impact of clinical trials on your practice of. anticoagulant
prophylaxis
Very strong 84 1.5(1.2-1.%
Other than the above' 57 Reference
Knowledge and experience of evidence-based medicine
Very good 50 0.77 (0.46-1.3)
Other than the above® 65 Reference
*Clinical training appointed hospital, non-training hospital, ¢linic. 'Strong, weak, very weak, don't know these trials. 'Good, poor, very
pocr.
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Table 4. Multivariate Analysis of the Influence of Characteristics of Cases in the 8 Scenarios and Physician Characteristics on
Choice of Anticoagulant Therapy

Characteristic Qdds ratio {(95% Confidence interval)

Yignette characteristic

Risk factor for bleeding complication

Positive 0.35 (0.23-0.52)

Negative Reference
Age

82 years old 0.31 (0.22-0.44)

.68 years old Reference
Risk factor for thromboembolism

Positive 24 (1.8-3.2)

Negative Reference

Physician characteristic

Gender
Female 1.0 (0.35-3.0)
Male Reference
Years since graduation from medical school
11— 0.43 (0.23-0.81)
1-10 Reference
Specialization
Cardiology 1.8 (0.72-4.4)
Genera! internal medicine/general medicine 0.73 (0.40-1.3)
Other speciality Reference
Major place of work
University hospital/research institute 0.53 (0.30-0.92)
Other than the above* : Reference
Experience managing acute thromboembolism in patients with AF
Yes ’ 0.20 (0.064-0.60)
No Reference

Experience managing hospitalized patients with bleeding complications due te anti-
coagulant therapy or antiplatelet therapy

Yes 1.1 (0.60-2.2)

No Reference
Experience with preventive therapy for thromboembolism due to AF

Enough/moderate experience 1.4 (0.70-2.8)

Poor/no experience : Reference
Accessibility to a cardiologist and/or a neurologist

Possible/a specialist myself 0.82 (0.41-1.6)

Impossible Reference
Impact of clinical trials on your practice of anticoagulant prophylaxis

Very strong 2.7 (1.4-5.4)

Other than the above' Reference
Knowledge and experience of evidence-based medicine

Very good o ) 0.63 (0.26-1.5)

Other than the above! Reference

*Clinical training appointed hospital, non-training hospitai, clinic. 'Strong, weak, very weak, don’t know these trials. 'Good, poor, very
poor.

tients even when they had high-risk profiles for thrombo- apy. This figure was much lower than that (61%) reported by
embolism. Specifically, for hypothetical patients without Beyth et al who conducted a similar questionnaire survey
bleeding risks who should be on an anticoagulant according using vignettes of hypothetical AF patients (22). We would
to evidence-based recommendations (3-11, 21), only one- think that this negative attitude toward anticoagulant therapy
third (34%) of the respondents preferred anticoagulant ther- can have detrimental effects in some AF patients in clinical
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practice.

This negative attitude toward anticoagulant therapy may
be just a reflection. of the preference for antiplatelet therapy.
For 8 hypothetical patients, more respondents preferred
antiplatelet therapy (i.e., “aspirin”: 33%) than anticoagulant
therapy (i.e., “warfarin and aspirin” or “warfarin™; 25%).
Previous surveys conducted in Japan already showed physi-
cians’ preference for antiplatelet therapy over anticoagulant
therapy [the prescription rates in AF patients; warfarin: 14—
17%, aspirin: 18-26%, ticlopidine; 8-26% (13, 14)]. This
could be due to the following reasons. First, antiplatelet ther-
apy was also proved to decrease the incidence of thrombo-
embolism (23). Secondly, respondent physicians might have
thought that antiplatelet therapy has a favorable risk-benefit
ratio because of its low risk of major bleeding complications
(24).

Bungard et al proposed three factors to influence physi-
cians in making a decision to prescribe anticoagulant ther-
apy: physician-related factors, patient-related factors, and
health care system-related factors (12). Our survey revealed
that several physician-related factors (years since graduation
from medical school, major place of work, experiences of
preventive therapy for thromboembolism due to AF, impact
of clinical trials on own practice of anticoagulant prophyla-
xis) and patient-related factors (age, fsks for thromboembo-
lism and bleeding complication) were associated with res-
pondent’s preference of anticoagulant therapy. Of particular
note is the finding that physicians with longer clinical expe-
rience or responsibility at teaching or academic settings were
less likely to choose anticoagulant therapy. Since most of
them were either generalists or subspecialists in the fields
other than cardiology, they may not have the confidence to
have updated knowledge about standard management of
chronic AF., The number of such patients they see in their
clinical fields may be too small to make them feel confident
in the management of chronic AF.

The responders’ negative attitude toward anticoagulant
therapy in an octogenarian patient was very similar to the re-
suits reported by Beyth et al (22). Surveys conducted in
Western countries (25-32) reported that elderly patients were
less likely than middle-aged patients to be anticoagulated, in
spite of the fact that aging is one of the most important risk
factors for thromboembolisms in chronic AF patients (9—11).
Several explanations are possible for such hesitancy, First,
respondent physicians might have a belief that elderly pa-
tients would have no significant gain of life in any case (33).
Second, they might have been afraid of a high bleeding com-
plication rate in elderly patients as previously reported (34,
35).

There are several limitations to this study. First, answers
to the questions may not reflect actual practice. Since the
questionnaire was self-administered, respondents might have
given more idealistic answers than the reality. The question-
naire used in this survey might not have provided respon-
dents with enough information to make the best decision,
thus requiring some abstract judgements. Second, there
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might have been a sampling bias. The respondents in this
survey were participants in the annual meeting of the
Japanese Society of General Medicine, which consists of
physicians who are knowledgeable about the standard prac-
tice in Western countries. The current results are thus ikely
to reflect a more positive attitude of physicians in Western
countries. Therefore, the negative attitude shown here of
Japanese physicians in this survey toward anticoagulant ther-
apy is rather underestimated and should be a robust finding.

Conclusion

The Japanese physicians in this survey, especially those .
with longer clinical experiences or responsibility at a teach-
ing hospital, have a negative attitude toward anticoagulant
therapy in chronic AF patients. An advanced age and a risk
of bleeding complications of patients are deterrent factors to
the use of anticoagulant therapy.

Acknowledgement: We conducted this questionnaire survey through the
Japanese General Medicine Rescarch Network which is available to mem-
bers of the Japanese Society of General Medicine.

Appendix (Questionnaire)

Q1 Do you have experience in managing acute thrombo-
embolism in patients with atrial fibrillation (AF)?

1. Yes, 2. No

Q2 Do you have experience in managing hospitalized pa-
tients with bleeding complications due to anticoagulant ther-
apy or antiplatelet therapy?

1. Yes, 2. No

Q3 How do you feel about your experience with preventive
therapy for thromboembolism due to nonvalvular AE?

1. Enough experience, 2. Moderate experience,

3. Poor experience, 4. No experience

Q4 Do you have access to a specialist consultant regarding
preventive therapy for thromboembolism due to AF?

1. Yes, 2. No, 3. I'm a specialist

Q5 How has your practice been influenced by the resuits of
clinical trials on anticoagulant prophylaxis?

1. Very strong, 2. Strong, 3. Weak, 4. Very weak,

5. Unknown / I do not know those trials

Q6 How do you feel about your knowledge and experience
of Evidence-Based Medicine?

1. Very good, 2. Good, 3. Poor, 4. Very poor

Q7 If you do not need to consider any limitations related to
practice setting, which strategy would you recommend to
your patients with chronic nonvalvular atrial fibrillation
(NVAF) to prevent thromboembolism in the following sce-
narios? Please choose one strategy for each scenario.

Strategy List

1. Aspirin, 2. Warfarin, 3. Warfarin and aspirin, 4. Warfarin or aspirin, 5.
Other medication(s), 6. No anticoagulation therapy and no antiplatelet
therapy, 7. Unanswerable or [ have no idea

Internal Medicine Vol. 43, No. 7 (July 2004)
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Scenarios

Scenario 1. 68 y.o. female with NVAF

Scenario 2. 68 y.o. female with NVAF, with a history of a
transtent ischemic attack 6 months previously

Scenario 3. 68 y.o. female with NVAF, with a history of a
bleeding gastric ulcer 3 years previously

Scenario 4. 68 y.o. female with NVAF, with histories of a
bleeding gastric ulcer 3 years ago and a transient ischemic
attack 6 months previously

Scenario 5. 82 y.o. female with NVAF

Scenario 6. 82 y.0. female with NVAF, with a history of a
transient ischemic attack 6 months previously

Scenario 7. 82 y.o. female with NVAF, with a history of a
bleeding gastric ulcer 3 years previously

Scenario 8. 82 y.o. female with NVAF, with histories of a
bleeding gastric ulcer 3 years ago and a transient ischemic
attack 6 months previously

Note

Except for the described factors in each scenario, there are
no other relevant factors which could affect your recommen-
dation. For example, you can assume that blood pressure is
normal and the patients are on no medication.
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ABSTRACT

Objectives: the purpose of this study is lo explore laypersons’ attitudes
towards and experiences of medical research, and to compare them with
those of physicians in Japan.

Designs and Participants: fourteen Japanese adultsﬁvm the general pub-
lic and seven physicians participated in one of three focus interviews.

Setting: Osaka, Japan.

Results: trust and distrust in the physician by whom the participants were
tnvited to participate in research played a considerable role in their deci-
sions aboutl participation. Thal the participants felt an obligation to
participate was also expressed. The lay participanis perceived medical
research as something entirely outside of their world. A greater willingness
to volunteer for research was expressed if there were divect benefits to
themselves or their families. Research methods such as use of placebos,
double blinds, and randomisations seemed to cause negative attitudes to
medical research. All physicians were convinced of the need for medical
research, including double-blinded randomised control trials, and its sig-
nificant role in medical frrogress. Most physicians thought that the greater
- awareness of the need for medical research in the community and a betier
understanding of the psychology of potential research participants were
necessary and urgent, '

Conclusions: there is a good possibility that the lay public and medical
professionals have sharply different beliefs about and attitudes towards
every aspect of medical research. Building up a better and equal patient-

© Blackwell Publishing Ltd. 2004, 9600 Garsington Road, Oxford OX4 #DQ, UK
and 350 Main Street, Malden, MA 02148, USA_
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doctor relationship based on trust is a key issue in medical research, and
it is mandatory to fill the gap in perception regarding medical research
between them through fully informed debates.

INTRODUCTION

Research is a systematic attempt to acquire generalisable informa-
tion about a particular subject area, and the basic goal of medical
research is to benefit fature patients.! It is claimed, from the
medical point of view, that medical research on human subjects
is a2 prerequisite to biomedical advances, and the Declaration of
Helsinki in 2000 clearly states that medical progress is based on
research that ultimately must rest, in part, on experimentation
involving human subjects.? It might not be untrue to say that no
development or improvement in medical care would be achieved
without wellintended and well-designed research activities involw
ing human beings. As long as it is conducted ethically and safely,
medical research can benefit both suffering patients and society
at large.

Otrlg the other hand, the history of medical research is, in a way,
the history of the unethical conduct of medical researchers.? Even
in the 1990s history continued to repeat itself.* No matter how
well-intended researchers might initially be, some consequences
of medical research were clearly disastrous due to inadvertence,
lack of consideration, failure to conduct a systematic review
regarding harms involved, or the researchers’ biased risk-benefit

! D.R Barnbaum & M. Byron. 200). Research Ethics. New Jersey. Prentice Hall:

1-14. ‘

~ * World Medical Association. October 2000. Declaration of Helsinki, Ethical
Principles for Medical Research invotving Human Subjecis. BR. Cassileth, ].L. Edward,
DS. Miller & 5. Hurwitz. Attiades toward Clinical Trials among Patients and
the Public. JAMA 1982; 248: 968-970.

* Barnbaum & Byron, op. cit. note 1. H. Beecher. Ethics and Clinical
Research. N Eng J Med 1966; 274: 1354--1360. P.M. McNeill, 1998, Experimenta-
tion on Human Beings. In A Companion to Bioethics. H. Kuhse & P. Singer, eds,
Oxford. Blackwell Publishers: 369-378. Tsuchiya. Why Japanese Doctors Per
formed Human Experiments in China 1933-1945. Eubios | Asian and Int Bioethics
2000; 10: 179-180.

* PS. Appelbaum. DrugFree Research in Schizophrenia: An Overview of
the Controversy. IRB 1996; 18: 1-5. P. Lurie & S.M. Wolfe. Unethical Trials of
Interventions to Reduce Perinatal Transmission of the HIV in Developing Coun-
tries. N Engl | Med 1997; 337: 853-855. A. Asai, K. Hattori, M. Ohnishi, K. Ohnishi
& A. Akabayashi. 2002. fryou-Rinri (Health Care Ethics). Tokyo. Keiso-shobo (Keiso
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calculation.” Unfortunately, some researchers do not necessarily
seem to be motivated to carry out their research on behalf of
suffering people or society as a whole. In Japan, for example, a
physician who had been engaged in medical research at a univer-
sity hospital wrote that some researchers have been conducting
their sdentific investigations purely out of selfinterest (e.g. to
make their curriculum vitae look better in order to survive in their
academic career) and that others are doing medical research
merely for the sake of publishing as many research papers as
possible in academic journals.®

In addition, a shocking case came to light in the year 2000 in
Japan. It was reported that one research group conducted an
analysis of several genes taken from biological samples that had
been previously obtained during the course of other kinds of
medical treatment; the genetic analysis of some samples was done
without informed consent, and the principal investigator of the
team allegedly deceived a local research ethics committee by
presenting a false report documenting that all samples were
used after written informed consent was obtained. Allegedly, the
researchers tried to deceive the research. committee in order to
avoid a delay in the research project.” Such unacceptable behav-
iour coupled with the aftermath of historically brutal, human
experimentation has caused the public to have a negative attitude
toward medical research.® Although no study has ever been done
to demonstrate what ethically problematic research was con-
ducted after the Second World War, and no data has collected the
frequency of unethical research in Japan, it is possible that people
have suffered from the insensitive and inconsiderate behaviour
of medical researchers in their experiences. Recent national pub-
lic opinion polls showed that only 20% of respondents answered
that they trust their physicians a great deal; the main reason of
not doing so was a lack of sufficient disclosure about medical
information.’ '

® J. Savulescu. Two Deaths and Fwo Lesions: Is it Time to Review the Struc-
ture and Function of Research Ethics Committees? [ Med Ethics 2002; 128: 1-2,
J- Savulescu & M. Springgs. The Hexamethonium Asthma Smdy and the Death
of a Normal Volunteer in Research. [ Med Ethics 2002; 128: 34,

© M. Yoneyama. 2002. Simei wo wasureta ishitachi. Tokyo. Shueisha: 20-64. (In
Japanese.)

7 Analysing Patient’s Genes without Informed Consent and Presenting a
False Report to a Local Research Committee. Asahi Shinbun (newspaper) 28
March, 2001. (In japanese.)

¥ McNeill, op. at. note 3. Tsuchiya, op. ait. note 3.
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Under these circumstances it has been alleged that, because of
the limited willingness of potential research subjects to parti-
cipate, many large-scale clinical trials have failed to achieve the
target number of cases in Japan.'? For instance, an investigation
conducted in 1994 in Japan revealed that 65% of triakeligible
patients (2903 patients) chose to participate in an offered trial
regarding treatments for hyperlipidemia, which compared an
arm including an experimental drug as well as diet therapy and
that using diet therapy alone. The reasons expressed for refusal
to participate in the study included: ‘I do not want to be a guinea-
pig’, “The term for the research is too long’, ‘My family objected’,
‘The possible side effects of the new drugs.’! Another study
which investigated patients’ response to an invitation to partici-
pate in an equivalent study in Japan revealed that major motiva-
tions to take part in the trial were to contribute to the good of
society, to co-operate with one's physician in charge, and to trust
the physician with everything concerned with medical care.!?

Similar situations also seem to be the case in other countries.
Surveys conducted by Martin et al. and Hunter et al. in the mid-
1980s among the general community, oncology and cardiology
patients, found that 70-80% of respondents believed that patients
should be asked to participate in medical research, while the
proportion of eligible patients accepting an invitation to partici-
pate in a clinical trial may be as low as 30%.!* Siminoff et al.
reported that only 45% of trial-eligible patients with breast cancer
chose to participate in offered trials for adjuvant therapy.* Sev-
eral studies suggest that patients agree to participate in clinical

' K. Miyakoshi. Responses of Patients to 2 Randomized Clinical Trials in
Japan. Annals of the Japanese Association for Philosophical and Ethical Researches in
Medicine 1997; 15: 48-62. (In Japanese.)

! Research Report. 1995. Pharmaco-Epidemiological Methods Investigation

ject. The Foundation for Advance in Human Science; 15-20. (In Japanese.)
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1994; 25: 520-535. (In Japanese.)
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. CR. Smart & R. Yancik. Selection Factors in Clinical Trials: Results from the
Community Clinical Oncology Program Physician’s Patient Log. Cancer Treat Res
1987; 71: 559-565. ' |
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trials in the hope of receiving personal benefits, such as a better
treatment, because their doctor has asked them, or for altruistic
reasons such as contributing to medical science for the good of
society. On the other hand, patients who would not join medical
research commonly expressed concern about the possibility of
additional /unknown side effects or the uncertainty of treatment
allocation on a trial.!®

Awareness of the importance of evidence-based medicine has
recently been raised in Japan. In 1998, the Japanese Ministry of
Health and Welfare set a new guideline for GCP (Good Clinical
Practice) based on ICH ‘International Conference on Har
monization of Technical Requirements for Registration of Phar-
maceuticals for Human Use’ in 1996. Under the new law, the
participants in pharmaceutical experiments must be fully
informed, including side effects and risks, and all experiments
have to be examined and approved by an institutional review
board (IRB). It seems that some medical researchers have come
to understand the importance of informed consent and trust with
patients in conducting medical research in Japan.

In our opinion, in order to provide quality healthcare and help
'suffering people who rely on reliable scientific findings, medical
research involving human participants is necessary. At the same
time, however, medical research cannot be conducted successfully
without people’s support and their strong trust in the medical
profession, medical science, and the healthcare system in general.
This is because medical research relies mainly on the willingness
of volunteers or patients to participate.’® Naturally, no. one would
participate in research activities unless they feel safe and are
treated with dignity. If a significant perceptional gap existed
between laymen and professionals regarding the meaning, bene-
fits and risks of medical research, many medical investigations,

ecially clinical research involving existing patients, would end

in failure. Without the patient’s assistance and understanding,
medical investigators cannot conduct any research. In this sense,
mutual understanding and trust between the general public and
medical researchers are essential.

There has been little research, however, to reveal similarities
and differences between the lay public and the medical profes-

5 PM. Eilis & P.N. Butow. Focus Group Interviews Examining Attitodes to
Randomized Trials among Breast Cancer Patients and the General Commumity.
Aust N J Public Health 1998; 22: 528-531,
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J Gen Intern Med 1999, 14: 537-546.
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