DET KONGEL!GE BJBLIOTEK
K0BENHAVNS
UNIVERSITETSBJBLIOTEK
POSTBOKS 2149
DK-1016 K0BENHAVN K
TEL:+ 45 33 47 47 47
FAX:+ 45 33 32 98 46
BANK: 02 I6 4069032583
CVR: 28 98 88 42
EAN: 5798 000 79 52 97
EMAIL; kb@kb.dk

J.l)l'. -

• Det Kongelige Bibliotek fremsender hermed de 0nskede kopier i form af en
pdf-fil.
Faktura for denne og evt. andre kopiordrer fremsendes kvartalsvis.
11

Dette materiale er indscannet og fremsendt elektronisk i henhold til aftale med
COPYDAN Tekst & Node. Det er ikke tilladt slutmodtageren af denne e-mail at
videresende <let indscannede materiale til andre."
Det er muligt at g0re teksten st0rre pa skrermen. Safremt du i menuen foroven pa
skrermen ikke kan g0re teksten st'2me, kan du flytte mark0ren til bunden af
skrermen midt for og trykke pa Adobe Acrobat logoet i den menu, som dukker op.
Safremt du ikke er tilfreds med kvaliteten af den fremsendte pdf-fil, bedes du
sende en mail til kontaktbiblioteket@kb.dk

Med venlig hilsen
Det Kongelige Bibliotek
Magasintj enesten

kontaktbiblioteket@kb.dk

•

II
~

Skaf-bestilllng

ci.

Bestilt: 20121213

Sidste int. dato: 201 30313

:i

e

Eksemplarets opst.:

<!>

(ij

Beskrivelse:

~

.#~~

UJ

0

lL
Ill

(")

.....
(")

I!!l

~~~$

Outpatients' knowledge about and attitude towards clinical research and
randomized clinical trials. The INFO Trial Group.

(IJ

:s
tu

0907-8916
Vol.:45
Sider: 439-443
Hcefte: 4
Ar: 1998

0

:£0

(IJ

"'CJ

~
~
"'CJ

...,

"'CJ

~

Ill

.!::!
E

N

a;
,,._

0

Ci5

"'CJ

...
<!>
...>.

c:

"'CJ

.

c:
(IJ

~

...
0

..

(IJ

'1>

VI

~

0

~

.a

~
::::>

Ill

c:

Ill

Ill

Cl

"'CJ

c:

~~

0

ca ·- o -CD ~
<I) 0:: 0
N

(Q

l3
:i

_J

.a
'ii

ti

_J

.!:!

Cll

Cll
41

'E

1:11

-= -

- "'CJ

GI

.8
..:.

~
~

ro E

~
fl)

CD

41

~t'l

en

(Q ~

~VI

gp:

Ill
CD

"'CJ
GI

j
0
c:

~

.:.:

~

-VI

c

.!!!

<D

..-

I

Ol

M~co

~~~iii~
f'-.--:u~ . . .
:; gc5-oal··
0
0 > Ci5 ::I:<(
iii
a.

llJ""Oo

~ ~a.~o

.a

~-·
..... ===·
l!!!1!i!I

&
c:

.3 ~ ~ ~ ~

'S
c:

<(

~ ~ c: 'ii' -2
·:;~&~~

iii
"'O
c:
(Q

t8

(ij

.im==
l!!5!f.

~-~Ol iii

:;:

~

N

a;
,,._

0
0

'E

.a

~

CG

(/.)

...

.s

(IJ

~

~

(IJ

.s

Bestllt til:

Sarah Louise Klingenberg
Rigshospitalet
Copenhagen Trial Unit, Cochrane Hepato-Biliary Gro
Blegdamsvej 9
2100 Kebenhavn 0

~

(IJ

VI

"'CJ
VI
Cl

Fra Udlandet.

_J

S2

c:

"B

~

0nsker:

1ii
a.
411

0

c:::i
c:::i

.E

::I:

(ij

·v~////~

iD

Cl

'1>

·2

(")

~b////b

Sider:

6

!!!

~W//b.

Ill

~

~~·

~

Ill

~

(IJ

"5

=>
llJ
it

~--

.!!
c:
(IJ

.!!!
0(IJ

!5!!!5!·
-o~ --~~
@ ~ liiil. ltJ ii
~ w --<=>
liil ~ ::::>-0

&~w· z

Noter:
EAN :579800102221 7. Afsn: 7812. Sa rah L Klingenberg. 7812 ( JJ}

Laner:

Sarah Louise Klingenberg

Lanerstatus:

Hospitalsansat(EAN-aftale)/A,

c
-

Opfyldt:

13/dec/2012

;
E

Afhentningssted:

Udbrlnges via Olamanten

Cll
Cl

0

.s

...1
:::!

c(

'?-

000527650

-en

en

..
in

1111111111110
111.111111111.1-1

i:i
QI

=

ILL-post

Uinerstregkode:

.GI.
.. - ,,
a; .... ,.,
~ ~
L:
~1iie~0

slk@ctu.dk

E

0 ~.:.:0 ·0·5
1:! CO ltJ VI
:i ~
<D Gl

41
...

Emall:
c:

~H/M:

(/QM<

Tltel:

.g

?. 'm'/A'/h:

....,~WU~

Forfatter:

~
GI

0

...

(Q

L

~~
~~~

~

g
~
.9

CG

YU.Q/...W~

Kjaergaard, LL
Danish medical bulletin

z

Skaf-bestltllng- FOTOKOPIBESTILLING

VAYr~

~q,,p8

r/'q~

~

z

~,,,..#

~4'/
W/N/hVN/.

~

&7/N/M

~,{//~

ffj
(1%

~J,J

~~

W//.Ua,./M

w~
:&"AVAVAO"h'

ofoncology suffer from hypercalcaemia (2), which occurs most frequently in patients with lung and breast cancer, but solid tumours in
other locations and haematological malignancies also contribute (1,
2, 25). The distribution of different types of malignancies associated
with hypercalcaemia depends greatly on the referral pattern to the department. Primary hyperparathyroidism is the second most common
cause ofhypercalcaemia in hospital populations, accounting for 1-60
patients per I 0,000 patients. The Scandinavian figures of 32-51 patients (9-11 ), compare well with those observed in the two large series
of normal Scandinavian populations (28, 30). In halfoftheir hyperparathyroid patients frolich et al found that hypercalcaemia was detected by routine screening (25). The prevalence of primary hyperparathyroidism seems to increase during a ten year observation
period in Hvidovre Hospital. The reason might be better diagnosis of
primary hyperparathyroidism after introduction of the immunometric
asssay of intact PTH. All the remaining diseases associated with
hypercalcaemia are listed within the category of miscellaneous
hypercalcaemia associated diagnoses, which covers 3-46 per 10,000
patients. This category comprises rarer causes like thiazide and lithium medication, sarcoidosis, immobilization, vitamin-D intoxication, and others. Hypercalcaemia in renal failure is listed separately
in a few studies and constitutes 1-34 patients per l 0,000 patients. The
prevalence of hypercalcaemia in renal failure has been found to increase, probably owing to replacement of aluminum hydroxide by
calcium salts as phosphate binders (38).
Transient hypercalcaemia is fairly common in our experience, but
seems to be left out in many reports (Table 1). Transient hypercalcaemia is registered in 8-76 per I 0,000 patients. As a matter of fact,
our figures for transient hypercalcaemia probably underscore the frequency of this phenomenon, as repeated analysis of serum calcium
was omitted ifthe patients already had a medical diagnosis known to
be associated with hypercalcaemia (25). In hospital populations certain causes of transient hypercalcaemia are added to those already
mentioned. Hypercalcaemia has been reported to develop in 15% of
critically ill patients due to repeated episodes ofhypocalcaemia producing temporary hyperparathyroidism followed by hypercalcaemia
(39). In another study about 70% of cases of transient hypercalcaemia
appeared to be explained by temporary events such as calcium infusion, parenteral nutrition, cardiac failure, and others (8).
Surprisingly, the prevalence of hypercalcaemia turned out to be
lower than in normal populations, ranging from 0.17% to 2.92% and
showed a great variation between hospitals. The latter may be due to
varying referral patterns, different distribution of specialities causing
different hospital populations, or different definitions of hypercalcaemia (12).

CONCLUSION
The prevalence of hypercalcaemia demonstrates a large variation in
hospital populations, ranging from 0.17% to 2.92%. The prevalence
in normal populations varies between 1.07% and 3.9% and surprisingly, exceeds the level in hospital populations. Comparison of normal and hospital populations from Scandinavia demonstrates that
hypercalcaemia of malignancy is the most frequent diagnosis associated with hypercalcaemia in hospitals but is very rare in normal
populations. Primary hyperparathyroidism and transient hypercalcaemia, on the other hand, seem evenly distributed in normal and in
hospital populations.
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Outpatients' knowledge about
and attitude towards
clinical research and
randomized clinical trials
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Anders Munch Bjerg. statistician & The INFO Trial Group*)
Kjrergaard LL, Kruse AY, Krogsgaard K, Gluud NC, Mortensen EL, Gottschau A, Bjerg AM.
Dan Med Bull 1998; 45: 439-43.
Objectives: To investigate the knowledge about randomized clinical trials and
the attitude towards clinical research among Danish outpatients and to examine the relationships between outpatient demographic variables and knowledge and attitude.
Setting: Outpatients (n- 415) were recruited from four departments at a university hospital in Copenhagen.
Methods: The participants answered an 18 item multiple choice test evaluating knowledge about randomized clinical trials and a 32 item Likert format
questionnaire evaluating attitudes towards clinical research in general and
randomized clinical trials. Assessment of scales for knowledge and attitudes
was performed using Rasch analysis and Cronbach 's alpha. Associations between demographic variables, knowledge score and attitude score were examined using analysis of variance.

Results: Mean age for all outpatients was 46 years (range 18-88 years); 251
(60%) were females. A total of27 outpatients (7%) had previously participated in a randomized clinical trial. Mean knowledge score (number of correct
answers out of a maximum of 17) was 7.9 (SD 3.1 ). Patients in the younger
age groups and patients with longer education had significantly higher knowledge scores (p<0.00 I). The effect of age group (estimated increase in knowledge score relative to the group 60-89 years) was: 18-29 years 1.2 (SE 0.4);
30-39 years 2.0 (SE 0.4); and 40-59 years 1.6 (SE 0.4). The effect of education (estimated decrease in knowledge score relative to patients with> 12 years
of education) was: <7 years 3.4 (SE 0.4); and 8-11 years 2.0 (SE 0.3). Mean
total attitude score was 74.8 (SD 14.8) on a scale from 0-128. Compared to
female patients, male patients had an estimated 5.1 points (SE 1.5) higher attitude score (p<0.001). There was a weak but significant positive association
(r=0.38; p<0.001) between the knowledge score and the total attitude score.
Conclusion: Among Danish outpatients knowledge about randomized clinical trials is beuer in the younger age groups and in individuals with longer
education. Overall, better knowledge was associated with a more positive attitude towards clinical research. The question is whether it is possible by simple means to increase knowledge about clinical research and whether an increase in know ledge may positively affect the attitude towards clinical research in individual patients.
University of Copenhagen, H:S Kommunehospitalet, Copenhagen Trial Unit,
Institute of Preventive Medicine, Universily of Copenhagen, H:S Hvidovre
Hospital, and Departments of Gynaecology, Medical Gastroenterology,
Orthopaedic Surgery and Urology.
Correspondence: Lise Lotte Kjmrgaard. Copenhagen Trial Unit, Institute of
Preventive Medicine, H:S Kommunehospitalet, University of Copenhagen,
DK-1399 K0benhavn. E-mail: Kjaergard@ipm.hosp.dk.

INTRODUCTION
Members of the medical profession as well as laymen have discussed
the inherent ethical problems of the randomized clinical trial (RCT)
and questioned the rationale behind and the design of the RCT (1-4).
It has also been claimed that the RCT jeopardises the physicians' position as the patients' advocate since the RCT precludes that the treatment offered is individualized (5, 6). Part of the debate has focused
upon information of patients entering RCTs. Surveys have documented that investigators often find it difficult to deal with the information process of the RCT (7, 8). Issues and terms such as 'randomization' and 'placebo' are difficult to explain and to understand
and the resulting confusion may damage the doctor-patient rela•) Members of the INFO Trial Group (in alphabetical order): Charlolle Beh11ke, Pia
Casperse11, Dorie Fischer, Rolf Iversen Ha11se11, Kari11 Jensen, Birthe Klarskov. Lars
Krag Moller Kirsle11 Obel. Sten Norby Rasmussen, Pia M1mkho/m, Jiiri R11messe11, Stig
Sonne-Holm
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tionship. A number of studies have focused upon optimizing the infonnation process in relation to specific clinical trials (9-11). Although most health care professionals agree that thorough and full
information is important, it has also been claimed that in depth infonnation regarding side effects would increase patient anxiety (7).
From the debate in the public media one gets the impression that patients' general knowledge about clinical research and RCTs is poor
and that the attitude is sceptical at best. If this is true, it might be
tempting to speculate that poor knowledge leads to a sceptical attitude. We have not been able to find data addressing this issue.
Taking the position that the RCT with its shortcomings and problems should still be considered the most prominent clinical research
tool, we have found it of interest to explore Danish outpatients'
knowledge about and attitude towards clinical research and RCTs and
to relate these findings to demographic characteristics ofthe patients.
The reported data stems from the evaluation of outpatients entering
a RCT examining the value of different types of written general information about RCTs and clinical research ( 12).
PATIENTS AND METHODS
TRJAL POPULATION
Participating outpatients were enrolled from the 5th ofNovember until the 11th of December 1996. Potential participants were recruited
from the outpatients' clinics of the Departments of Medical
Gastroenterology, Gynaecology, Orthopaedic Surgery and Urology
at one of the major university hospitals in Greater Copenhagen - H:S
Hvidovre Hospital. Inclusion criteria were: I) ability to read and
understand Danish and II) willingness to give written infonned consent.
The following exclusion criteria were applied: i) patients under the
age of 18 and II) patients enrolled in another randomized clinical trial
on the same day.
Potential participants were approached by a study nurse as they entered the waiting room, introducing the project and obtaining written
informed consent after having been given both oral and written information concerning the study. The project nurse deliberately approached patients most recently arrived. Patient inclusion was not
consecutive as it was impossible for the study nurse to make contact
to all patients entering the waiting room. However, no specific or non
specific selection criteria were applied in this phase of the recruitment process. In a separate room another study nurse obtained demographic infonnation by interviewing the participants. Subsequently
each patient answered a questionnaire testing knowledge about RCTs
and attitude towards RCTs and clinical research in general.
Based upon the average patient visit numbers in the outpatients' clinics it was calculated that 2062 patients were potential candidates during the recruitment period. A total of 722 patients (35% of all patients) were invited to participate. Two hundred ninety-four patients
(14% of all potential patients and 41% of those invited) were not included. Thirty-six patients were unable to read and/or understand
Danish and were excluded. Among the 258 patients who were invited
but declined participation, the following reasons were spontaneously given: 18 patients felt too weak, eight patients had psychological
problems, three patients found the study too difficult, two patients
were against clinical research in general and 97 patients did not have
the time to participate. The remainder of the patients (n = 130) did not
offer an explanation for declining participation.
Among the 428 patients who gave written infonned consent to participate 13 were not included in the present analysis. Ten patients
chose to withdraw before finishing the questionnaire. Spontaneously
a number of the patients stated the reason why: lack of Danish skills
(n 2), participation too difficult (n =4), insufficient time (n • 2), psychological problems (n"" I). In another three patients information was
insufficient.

ASSESSMENTS
The study nurse obtained demographic data from participating patients.
440

Demographic variables were age, gender, marital status, number of
children, education and vocational training. Type of disease or condition and previous enrolment in clinical trials was also recorded.
KNOWLEDGE QUESTIONNAIRE
In order to assess current knowledge about RCT, the patient completed a multiple-choice test comprising 18 questions with five alternative answers of which one was correct. The test covered the following aspects of RCTs: aim, background, rationale, procedure,
formalities and ethics. Seventeen questions were included in the
knowledge score.
ATTITUDE QUESTIONNAIRE
Patient attitude towards clinical research was evaluated with a questionnaire comprising 32 statements in Likert format. Patients indicated on a 1-5 point scale degree of agreement with each of the 32
statements.
The knowledge and attitude questionnaires are available in Danish
upon request, and English translations can be found at the following
Internet address: www.inet.uni2.dk/(ctucph)
The statements covered several areas. Based on a content analysis, 28 of the 32 attitude questions were divided into five subscales:
nine questions about attitudes towards clinical research in general
(no. I, 2, 3, 4, 5, 6, 7, 12, I 8), five questions about attitudes towards
role of physician (no. 9, 11, 14, I 5, 17), three questions about attitudes towards RCTs (no. 19, 20, 21 ), six questions about attitudes
towards self-participation in RCTs (no. 25, 26, 27, 28, 29, 30), and
five questions about attitudes towards children's participation in clinical trials (no. 22, 23, 24, 31, 32).
ETHICAL ASPECTS
Written informed consent was obtained from all participating patients.
Details of the study were approved by the local ethical committee
prior to commencement of the trial.
STATISTICS
Both the knowledge and attitude questionnaires were subjected to
psychometric analysis: The internal structure of the I 8 knowledge
questions was evaluated with a Rasch analysis ( 13, 14). This model
tests the assumption that all questions measure the same latent trait
(in this case knowledge about RCTs) and the assumption is checked
by testing whether item-difficulty parameters are invariant across
demographically defined subgroups of patients. Thus, a strict unidimensional test may be constructed by excluding questions that
function differently in subgroups of patients.
The assumption of strict uni-dimensionality was considered unrealistic for the attitude questionnaire, and the internal consistency of
the total attitude score (the sum of all 32 questions) and the five subscales was evaluated by calculating Cronbach's alpha and by calculating the product-moment correlation between each item and the
scale total score ( 15).
The relations between demographically defined subgroups of patients and the number of correct answers in the knowledge questionnaire were tested by analys is of variance (ANOVA). Similar procedures were used to analyse the relation between demographic subgroups and the scores on attitude scales. Analysis of the relation
between the number of correct answers in the knowledge test and the
total attitude score was carried out with the attitude score as response
variable and demographic variables and the knowledge score as explanatory variables.
RESULTS
DEMOGRAPHIC INFORMATION
A total of 415 outpatients participated in the study. Mean age for all
was 46 years (range 18-88 years). Ninety-six patients were 70 years
or older. The percentage of females was 60. This represents a relative overrepresentation of women aged 18-40 years, primarily reVol 45 No. 4/Scplembcr 1998

cruited from the Department of Gynaecology. Twenty percent of the
patients had completed primary school, and 49.2 percent had finished
secondary school. The remaining patients (30.6%) had a higher education. More than 50% of the patients had been treated for less than
one year. Twenty-nine percent stated that they had previously participated in clinical research. However, only 27 patients (6.5%) indicated that they had previously participated in an RCT.
KNOWLEDGE QUESTIONNAIRE
Table I shows the percentage of correct answers to each question.
Approximately 75% of the patients knew that participation in a clinical trial is voluntary and that withdrawal from a trial without giving
any reason always is possible. Seventy-six percent knew what placebo is. The fundamentals of clinical trials were understood by less
than halfofthe patients and only 14. 7% correctly answered the question about legal requirements for starting a trial. Fifty percent of the
patients answered the question about written informed consent correctly.
One item did not fit the Rasch model, and consequently this question was not included in the total number of correct answers. The
mean number of correct answers for all patients was 7. 9 (SD 3. I) out
of a maximum of I 7.
Table 2 shows the knowledge score for selected demographic subgroups of patients. One-way ANOVA showed significant relations (P
< 0.0 I) between the number of correct answers and the following
variables: age group, marital status, years of education, vocational
training, number of hospital admissions, and number of children.
However, when all these variables were included as explanatory variables in the same analysis, only age group and education were significantly associated with the number of correct answers. Compared
with the age group 60-89 years, the estimated increase in knowledge
score was 1.2 (SE 0.4), 2.0 (SE 0.4) and 1.6 (SE 0.4) for the age
groups 18-29 years, 30-39 years, and 40-59 years, respectively.

Table I. The percentage of correct answers to 17 questions in a multiple
choice test evaluating knowledge about 1·a11domized clinical trials in 415
Danish outpatients.
Correct answer
~~

~

I. Why are clinical trials being carried out?

32.3

2. Under what circumstances are clinical trials carried out?

47.7

3. When is a clinical trial carried out?

56.6

4. What are the legal requirements for staning a clinical trial? 14.7

5. What is a randomized clinical trial?

37.6

6. What is the reason for using randomization?

47.0

7. Is it possible to 'draw a blank' in a randomized
clinical trial?

34.0

8. What is pla(ebo?

75.9

9. When is placebo used?

28.0

I 0. Why is placebo used in clinical trials?

Table 2. Results of analyses of the relationships between selected demographic variables in 415 Danish outpatients and 11umber of correct answers
i11 a multiple choice test e valuating knowledge about randomized c/inir:al
trials. The knowledge score is the number ofcorrect answers out ofa maximum of 17 answers.
Mean knowlcd~

DcmoGraphic variable
and scoring

No of patit nlS

score (SD)

Gender
female .............. ·········· ····· 251
male .... . ........................ . . 164

8.20
7.50

(3.00)
(3.20)

Age group (years)
18-29 . .. ... . . .............. . . .... . . 103
30-39 .......... ········· ... ........ 97
40-59 ········· ..... . .... ........... 96
60-89 ........... ..... ········ ...... 119

8.50
9.44
8.36
5.87

(2.74)
(2.66)
(3.00)
(2.72)

Duration ofeducation
7 years or less................. ....... 83
8-11 years .... . ........ . ........ . .... 204
12 years or more . ......... . .. . . . ..... 127

5.52
7.68
9.98

(2.75)
(2.80)
(2.34)

Compared with more than 12 years of education the estimated decrease in knowledge score was 2.0 (SE 0.3) and 3.4 (SE 0.4) for 811 years of education and seven years or less respectively. The interaction between age and education was not significant.
ATTITUDE QUESTIONNAIRE
Forty patients were excluded because they had not completed the entire questionnaire.
Table 3 shows Cronbach's alpha for the total attitude scale and the
five subscales and correlations between single item scores and scale
scores. The alpha coefficient is high for the total scale (0.79) and the
two subscales about self participation and children's participation in
RCTs (0.80 and 0.85, respectively). For the two subscales all correlations between individual items and subscale scores were high (above 0.48). This was not the case regarding the total attitude scale. For
this scale the high alpha coefficient is explained by the large number
of items included in the scale ( 16). The attitude towards RCTs subscale also showed relatively large item-scale score correlations. The
relatively low alpha coefficient for this subscale is explained by the
fact that the scale only consists of three items. The two remaining
subscales about role of physician and clinical research in general
showed a relatively low alpha coefficient and weak correlations between the individual items and subscale scores.
The possible range for the total attitude score was 0-128 and the
mean was 70.8 (SD 14.8). In a multivariate analysis, female patients
was found to have a more negative attitude than male patients, female patients having an estimated 5.1 (SE 1.5) lower total score
(p<0.001 ). The effect of schooling was also significant in the multivariate analysis. Relative to those patients with a scholastic education of 12 years or more, the estimated score was 12.0 (SE 2.2) lower
for patients with less than eight years and 6.0 (SE I.7) lower for patients with 8-11 years of school education (p<0.00 I).

54.2

11. Can a patient be requested to participate in a clinical trial? 76.4
12. What are the requirements for withdrawing from a trial?

75.7

13. What are the consequences if a patient does not want to
participate in a trial?

38.6

14. What are the financial interests of the drug industry
when clinical trials are carried out in collaboration
with physicians?

35.2

Correlation

46.7

16. In what way does the drug industry affect physicians
when they plan to evaluate new drugs in clinical trials?

40.0

17. What is written informed conseot?

53.3
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Number of
itoms

Total attitude scale (0-128)

15. What are the financial interests of the physicians when
clinical trials are carried out in collaboration with
the drug industry?

Table 3. Assessment ofthe internal consistency ofthe total attitude scale and
five attitude subscales (range of score)

Clinical research in gene ral (0-36)
Role of physician (0-20)
Attitude towards RCTs (0-12)
Self participation in RCTs (0-24)
Children's participation in RCTs (0-20)

Cront>ach•s
alph>

between
single irems
score and
scale scort
(11111ge )

32

0.79

0.04-0.48

9
5
3
6

0.61
0.60
0.57
0.80
0.85

0.16-0.51
0.17-0.51
0.36-0.41
0.48-0.64
0.63-0.70

5

RCT: Randomized clinical trial.
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Male patients had a more positive attitude towards self participation in RCTs. The estimated score was 1.3 (SE 0.6) points higher in
male patients (p<0.02).
Attitude towards children's participation in RCTs were significantly affected by sex and school education. Female patients scored
an estimated 2.4 (SE 0.6) points lower than male patients (p<0.001)
and compared to those with 12 years of education or more the estimated scores were 2.8 (SE 0.7) and 2.4 (SE 0.6) lower in patients with
less than eight years and 8-11 years respectively (p<0.001).
The attitude towards RCTs was more positive for those with longer
schooling. Compared to those with a school education of 12 years or
more the estimated scores were 2.2 (SE 0.5) and 1.4 (SE 0.4) points
lower in those patients with less than 8 years and 8-11 years ofschooling respectively (p<0.00 I).
RELATION BETWEEN KNOWLEDGE AND ATTITUDE
There was a weak but significant Persons correlation (r• 0.38, p
<0.001) between the number of correct answers in the knowledge
questionnaire and the total attitude score.

DISCUSSION
The present study shows that approximately 75% of Danish outpatients are aware oftheir fundamental rights regarding inclusion in and
withdrawal from a clinical trial and the same proportion of the patients answered correctly to the question about placebo. However, it
is less comforting to find that only around 50% answered correctly
to the question about written informed consent and that less than half
of the patients knew about the fundamentals ofRCTs.
This study was conducted among outpatients since they might represent a target population for future information campaigns making
it relevant to examine the baseline knowledge in this population.
Further, we did not wish to bother hospitalized patients with a number of general questions not relevant for their current disease. The
study population was recruited from four departments and make up
a group of outpatients that according to demographics is comparable
with the total outpatient population at the hospital. Due to logistics it
was not possible to include patients on a consecutive basis. Although
the study nurse approached as many patients as possible, the chosen
procedure entailed that a number of patients were not approached.
Out of the patients approached, 258 (approx. 35%) declined participation. In order to investigate the possibility of selection bias, thorough information about all patients would have been expedient. Age
and gender of all declining patients were registered, and did not differ significantly from patients who agreed to participate in the study.
Furthermore, 128 patients spontaneously stated their reasons for declining participation. The reason most frequently given was lack of
time. We have found no obvious reason as to why patients who agreed
to participate would be dissimilar to those declining participation.
It was our intention that the knowledge questionnaire should encircle major issues of RCTs without missing important aspects. The
questionnaire was constructed in order to generate a knowledge scale,
on which a score would provide a valid reflection of the knowledge
ofall patients regard less of their demographic characteristics and Ieve I
of knowledge. In order to accomplish this, all questions and alternative answers were changed and adjusted in a process involving communication professionals, psychologists and other health care professionals. The process involved repeated pilot tests among healthy volunteers, students and employees at our institution. It is important that
questions are understood by everybody, and answers unequivocally
correct. Alternative answers must sound plausible, but remain incorrect. One question did not fit the Rasch analysis and was excluded.
In the one way ANO VA a number of significant associations between demographic variables and knowledge score was observed.
However, in a multivariate analysis only age group and duration of
education proved to be independent 'predictors' of higher knowledge
scores. It is interesting to find that patient experience (number of admissions to hospital, duration of treatment, chronic disease) was not
associated with better knowledge about RCTs. This is probably due
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to the fact that only a minority of the patients had previously participated in clinical research, that only 6.5% had participated in a
RCT, and that there is no tradition for educating patients in the more
general aspects of clinical research.
Research about information has focused upon information given
to patients with a specific disease or condition or upon information
given when recruiting patients to a specific RCT (9-1 I). The present
study highlights the problem that many patients lack the fundamental
knowledge enabling them to profit from specific information. This
suggests that efforts should be devoted to increase general knowledge
about the fundamentals ofclinical research, before providing detailed
specific information when recruiting patients for RCTs. The latter
point of view is in agreement with the finding that patients felt more
comfortable when given thorough as compared to condensed infonnation (16-1 9).
An important part of the present study was to obtain information
about patient attitudes towards clinical research and RCTs. The
Danish news media may give the impression that patients have a sceptical attitude towards clinical research and that they do not trust researchers. This contrasts with observations that many hospitalized
patients have a positive attitude towards clinical research (20), and
that 82% of the public considers RCTs morally acceptable (21).
Alternatively, in a government paid health care system patients might
be less likely to reveal a negative attitude out of fear that th is might
compromise their care and treatment. The present findings show that
Danish outpatients have a generally positive attitude when given the
opportunity to state it in a situation with no immediate impact on their
current medical treatment.
Overall there was a weak positive correlation between knowledge
score and attitude score. Knowledgeable outpatients had a more positive attitude. This leads one to speculate that a negative attitude may
be rooted in poor knowledge and that it might be possible to induce
a more positive attitude towards clinical research by increasing the
knowledge of individuals.
The psychometric analysis showed that three of the empirical
attitude categories (' children', 'RCTs in general' and 'self participation in RCTs') could be regarded as dimensions with a high degree
ofinter-item correlation. Further analyses relating these three attitude
categories to demographic variables showed that male outpatients as
compared to female outpatients had a more positive attitude towards
clinical research involving children and towards their own participation in clinical research. These findings are also the main reason why
male patients had a more positive attitude towards clinical research
based on total score. The finding that males are more positive about
participating in clinical trials is in agreement with previous results
showing that male patients are more willing to be enrolled in a specific RCT (22). Patients with longer education had a significantly more positive attitude towards RCTs as compared to those with shorter
duration ofeducation. This finding probably parallels the finding that
patients with longer education are the more knowledgeable.
In conclusion, among Danish outpatients knowledge about RCTs
is better in younger age groups and in individuals with longer education. Overall, better knowledge was associated with a more positive attitude towards clinical research. The question is whether it is
possible by simple means to increase knowledge about clinical research and whether an increase in knowledge may positively affect
the attitude towards clinical research in individual patients.
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ABSTRACT
The objective of the Ph.D. project was to identify risk fac tors for dementia and the main subtypes, Alzheimer's d isease (AD) and vascular dementia (VD), defined according to internationally accepted
diagnostic criteria in an epidemiological follow-up study based on
incident cases of dementia.
The study was part of "Dementia among elderly in Odense", a
population-based epidemiological study ofa randomly drawn sample
from the Central Person Register, consisting of 523 7 persons living
in the municipality of Odense, Denmark, and with an age between
65 years and 84 years. The study was conducted at the Centre for
Dementia Research, Odense University Hospital and Odense University.
A two phase diagnostic procedure was applied which consisted of
a screening with CAMCOG, an internationally accepted screening
instrument, aiming at identifying non-demented participants. The
second phase consisted ofCAMDEX (The Cambridge Examination
for Mental D isorders of the Elderly) and neuropsychological tests
aiming at identifying demented participants. AD was diagnosed according to the NINCDS-ADRDA criteria for probable AD. VD and
dementia of other types were diagnosed according to the DSM-IIIR
criteria. To secure the diagnosis, clinically demented participants
were further examined with a blood sample and a CT scan. During
the screening the participants were interviewed about possible risk
factors for dementia. The risk factors were chosen on basis ofthe results of a previous meta-analysis of earlier retrospective case-control
studies.
A total of2452 persons, including 145 incident cases of dementia,
were eligible for the risk factor analyses. To estimate the risk, a logistic regression model which controlled for gender, age, and premorbid intellectual level was applied. The odds ratios were interpreted as the relative risk comparing participants with the risk factor
present to participants without the risk factor.
One of the results to be mentioned is that family history of dementia did not increase the risk of AD, while high maternal age was
associated with increased risk. A history ofdepression or Parkinson's
disease increased the risk of dementing disease. Diabetes mellitus increased the risk of VD for the 65-74 year-olds in the sample while
the risk d id not increase for the 75-84 year-olds. Finally, head trauma
and smoking increased the risk of developing dementia.
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