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Background: Several large controlled trials have shown that β blockers given to patients with heart
failure (New York Heart Association functional class II–IV) reduce morbidity and mortality. Despite
these impressive results, implementing the use of β blockade in clinical practice appears slow and dif-
ficult. The BRING-UP study was designed to tackle this problem.
Objectives: To accelerate the adoption of β blockade in clinical practice; to provide an epidemiologi-
cal estimate of the proportion of patients with heart failure suitable for this treatment in general cardi-
ology care; and to assess effectiveness of these drugs outside the setting of clinical trials.
Methods: The design of the study and recommendations derived from available evidence on the use
of β blockers were discussed with cardiologists during regional meetings. All consecutive heart failure
patients in a one month period, whether treated or not with β blockers, were eligible for the study. In
each patient, the decision to prescribe a β blocker was a free choice for the participating physicians.
All centres were provided with carvedilol, metoprolol, and bisoprolol at appropriate doses; the choice
of the drug and dosage was left to the responsible clinician. All patients were followed for one year.
Results: 197 cardiological centres enrolled 3091 patients, 24.9% of whom were already on β blocker
treatment at baseline. β Blockers were newly prescribed in 32.7% of cases, more often in younger and
less severely ill patients. The mean daily dose of the drugs used at one year corresponded to about
70% of the maximum dose used in clinical trials. Starting treatment with β blockers did not affect the
prescription or dosage of other recommended drugs. The overall rate of β blocker treatment increased
over the year of the study from 24.9% to 49.7%. During the 12 month period, 351 deaths occurred
(11.8%). In multivariate analysis, the use of β blockers was independently associated with a better
prognosis, with a relative risk of 0.60 and a lower incidence of hospital admissions for worsening heart
failure.
Conclusions: The implementation of β blockers in clinical practice is feasible and could be
accelerated. These drugs are associated with a lower mortality and reduced hospital admission rates,
not only in clinical trials but also in the normal clinical setting.

In recent years, several large randomised trials have shown
that the use of β blockers in patients with congestive heart
failure in New York Heart Association (NYHA) functional

class II–IV is associated with a consistent, highly significant
reduction in morbidity and mortality.1–4 Despite these impres-
sive results, and the increasing availability of these drugs in
appropriate formulations, implementation of the use of β
blockade in clinical practice has been disappointingly slow.5 6

This in part reflects a widespread mistrust of the use of β
blockers in congestive heart failure, probably because in the
past these drugs have been specifically contraindicated in this
clinical condition. Moreover, the possible initial impairment of
cardiac performance, even if transient and followed by an
improvement a few months later,7 8 is not readily accepted by
some physicians, who therefore regard this treatment as diffi-
cult to initiate and titrate. These hurdles, which are specific to
chronic heart failure, need to be placed in the more general
framework of the worldwide underuse of β blockers for other
cardiovascular diseases, such as acute myocardial infarction
and the secondary prevention of coronary artery disease.9 10

Overall, this use of β blockers represents a model for the
difficult translation of the results of randomised controlled
trials into clinical practice, which is further complicated by the
notable differences between the populations of patients
enrolled in clinical trials and those commonly encountered in
routine clinical practice.11 12

We report here the results of a project started quite early in
the era of β blockade in heart failure. Its aim was to accelerate
the adoption of β blockade in clinical practice by cardiologists
working for the Italian National Health Service.

While registration processes were taking place in various
countries for this new indication, recommendations by scien-
tific societies13 14 were used as the starting point for
implementing the use of β blockers in a countrywide network
of cardiology centres, most of which were already involved in
an epidemiological study of patients with heart failure.15

The explicit aims of the study were as follows:

• to accelerate by guidance the use of β blockade in
outpatients with heart failure

• to provide an epidemiological estimate of the proportion of
patients with heart failure who are candidates for β block-
ade in general cardiology care

• to assess the degree of reproducibility of the inclusion–
exclusion criteria, dosing strategies, and tolerability
observed in the selected populations enrolled in trials

• to assess the effectiveness of these drugs outside the
scenario of clinical trials.

METHODS
The strategy adopted for implementing the BRING-UP study
(β blockers in patients with congestive heart failure: guided
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use in clinical practice) started with the development and dis-
tribution to all Italian cardiologists of the recommendations
derived from the available clinical evidence on the proper use
of these drugs (table 1). Regional meetings involving more
than 200 participating centres were organised to discuss the
design of the study and the use of β blockers in patients with
congestive heart failure. All consecutive patients with heart
failure, whether or not they were currently treated with β
blockers, were eligible for the study. For each patient entering
the registry, the decision to adopt a therapeutic strategy that
included β blockers was a free choice of the individual physi-
cian involved, but the reasons for the physician’s choice had to
be documented in the ad hoc section of the study record form.
No per patient fee was provided to the investigators or to the
hospitals.

All participating centres were provided with carvedilol,
metoprolol, and bisoprolol at appropriate doses in order to ini-
tiate their use and titrate their dose according to a schedule
that reproduced as far as possible the strategies shown to be
effective and safe in randomised clinical trials. The choice of
the individual drug was left to the responsible clinician. The
target doses, to be reached in approximately seven weeks,
were: metoprolol tartrate 50 mg three times daily, carvedilol
50 mg twice daily, or bisoprolol 10 mg once daily. Trained per-
sonnel from 10 leading cardiology centres served as a help line
during the titration phase and beyond. At the time when the
study was in the planning stage, β blockers were not registered
for heart failure treatment in Italy, so formal authorisation
was obtained from the national regulatory authority to carry
out a study that could be classified as a mixture of a phase IV
trial and an outcomes research protocol.

After these preliminary phases, all patients with congestive
heart failure seen over one month (from 19 January to 18
February 1998) were enrolled in the study and followed up for
one year. The frequency of follow up visits was dependent on
whether or not β blocker treatment was initiated, as follows.
All patients who were started on β blockers at study entry or
during the follow up period were seen on several occasions
during the titration phase and at one and three months after

starting the treatment; thereafter, all these patients—as well
as those not treated with β blockers—had clinical follow up
appointments at six and 12 months, and information on their
clinical status and hospital admissions was collected. All
deaths were documented, and the cause of death was
determined by the responsible clinician from an evaluation of
the clinical records in patients who died in hospital, or by col-
lecting information from relatives and from the death certifi-
cate when the death occurred outside hospital.

Statistical analysis
The stratification of the study cohort was predefined as
follows: (1) patients already treated with β blockers at entry;
(2) patients newly allocated to β blockers; and (3) patients not
considered for β blockade.

Clinical and demographic characteristics, incidence of hos-
pital admissions, total mortality, and sudden mortality were
compared by χ2 tests. Differences in continuous variables were
tested by one way analysis of variance.

Multivariate analyses were used to evaluate the independ-
ent contribution of the different variables on the following end
points: initiation of β blocker treatment (logistic regression
models); permanent discontinuation of β blockers once
started (logistic regression models); and total mortality
during the one year follow up (Cox model).

Collection, quality control, and analyses of data were
undertaken at the research centre of the Italian Association of
Hospital Cardiologists (ANMCO) in Florence (Italy).

RESULTS
Patient enrolment
During one month, 197 centres (about 32% of the existing
cardiology centres throughout Italy) enrolled 3091 patients.
The geographical distribution and the technical and organisa-
tional complexity of these centres (that is, their angiographic
facilities, cardiac surgery facilities, etc) are representative the
current management of patients with congestive heart failure
in Italian cardiology units. Figure 1 shows the distribution of
patients who were already on treatment (24.9%), those who
started treatment either at the beginning of the study or dur-
ing follow up (32.7%), and those who were not treated with β
blockers during the study (42.4%).

Predictors of the use of β blockers
The mean (SD) age of the patients enrolled in the study was 64
(12) years, with women accounting for 27.3% of the cases.
Half of the patients (52.5%) were in NYHA functional class II.
An ejection fraction measurement was available in 95.4% of
the cases. Table 2 lists the main clinical and demographic vari-
ables in the three groups of patients. There were significant
differences in the distribution of the aetiology of heart failure
among the three groups. β Blockers were prescribed more
often in patients with dilated or hypertensive heart failure.
Furthermore, patients treated with or starting on β blockers
were usually younger and less often had signs or symptoms of
severe heart failure than patients for whom treatment was not
started. In the latter group, reasons why treatment was not
given at the enrolment visit were as follows: contraindications
to β blockers (n = 540 (37.1%)); uncertain indications
(n = 392 (26.9%)); logistic reasons (n = 149 (10.2%)); other
reasons (n = 470 (32.3%)). Patients could have more than one
reason for treatment exclusion.

Among the 540 patients considered to have contraindica-
tions to β blocker treatment, severe chronic obstructive
pulmonary disease was the cause in the majority of cases
(59%), followed by severe peripheral vascular disease (14%), a
systolic blood pressure < 90 mm Hg (9%), concomitant intra-
venous treatment with inotropes (7%), a heart rate < 50
beats/min (7%), first degree atrioventricular block with a PQ
interval > 0.28 s (6%), and advanced atrioventricular block
(4%).

Table 1 Summary of the recommendations for β
blocker use in patients with heart failure at the start of
the study (1998)

Indications
Patients with symptomatic heart failure from any cause, with
depressed left ventricular function (ejection fraction <40%), in NYHA
class II–III, clinically stable, already on treatment with ACE inhibitor,
diuretic, and digitalis
Patients more likely to benefit are those with:

• History of hypertension
• Heart rate >90 beats/min

Patients less likely to benefit are those with:
• Severe biventricular dysfunction
• Systolic blood pressure <100 mm Hg
• Heart rate <60 beats/min

Uncertain indications
Elderly patients (>75 years)
NYHA class IV
Asymptomatic left ventricular dysfunction
Heart failure caused by valvar disease or diastolic dysfunction
Comorbidities (diabetes, mild to moderate obstructive pulmonary
disease, renal failure, peripheral vascular disease)

Contraindications
Severe chronic obstructive pulmonary disease
First degree AV block (PQ >0.28 seconds) and second degree AV
block (Mobitz 2 or advanced)
Heart rate <50 beats/min
Systolic blood pressure <90 mm Hg

ACE, angiotensin converting enzyme; AV, atrioventricular; NYHA,
New York Heart Association.
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Among the 392 patients considered to have uncertain indi-
cations, age over 75 years was the cause in the majority of
cases (59%), followed by asymptomatic left ventricular
dysfunction (31%), and NYHA functional class IV (14%).

To assess the independent influence of baseline clinical
variables on whether or not β blocker treatment was started, a
multivariate analysis was undertaken. This showed that lower
age, lower NYHA class, higher systolic blood pressure, and a
higher heart rate were all independently associated with the
use of β blockers (table 3), whereas hypertension, diabetes, left
ventricular ejection fraction (< 30% v > 30%), atrial fibrilla-
tion, aetiology (ischaemic v not ischaemic), and sex were not
independently related to the use of these drugs. Patients in
whom an ejection fraction measurement was not available
were significantly less likely to be treated with β blockers.

Drug management
Of the patients already on β blocker treatment at study entry,
73% were treated with carvedilol, 18% with metoprolol, and

1% with bisoprolol, while 8% were using a variety of other β
blockers; of the patients who started treatment at study entry,
carvedilol was chosen in 85%, metoprolol in 13%, and bisopro-
lol in 2%.

The mean daily dosage of carvedilol reached a plateau at
three months, with large interindividual variation (mean (SD)
daily dosage, 30.7 (21.4) mg, median 25 mg), and was
maintained at a similar level at one year (34.0 (23.0) mg,
median 25 mg). The mean daily dose of carvedilol at one year
corresponded to 68% of the maximum dose (50 mg daily)
suggested by the most relevant clinical trial testing this drug.1

An equivalent dosage profile was observed with metoprolol
and bisoprolol.

Although the use of other cardiovascular drugs was signifi-
cantly different in the three groups (table 4), starting
treatment with β blockers did not affect the prescription or
dosage of other recommended drugs overall. For example, in
patients started on β blockers, the mean dose of enalapril—
which was the most prescribed angiotensin converting

Figure 1 Flow chart of the study. βb, β blocker.

Follow up period

Baseline

Not started on βb at
baseline visit

1455 pts (47.1%)

On βb treatment
771 pts (24.9%)

Started on βb at
baseline visit

865 pts (28.0%)

Started on βb
during follow up
146 pts (4.7%)

1011 pts (32.7%)
Started on βb
during the trial

1 year follow up

1307 pts (49.6%)
Not on βb treatment

1309 pts (49.7%)
On βb treatment

20 pts (0.7%)
βb treatment unknown

2636 pts still alive 351 (11.8%) deaths

2987 pts with data available 104 pts (3.4%)
lost to follow up

3091 pts enrolled

Table 2 Clinical and demographic characteristics

Characteristic
On β blockers
(n=771)

β Blockers started
(n=865)

No β blockers
(n=1455) p Value

Age >70 years 24 25 43 0.001
NYHA class III–IV 26 29 42 0.001
Pulmonary rales 10 20 26 0.001
Peripheral oedema 12 13 21 0.001
Atrial fibrillation 14 17 21 0.001
EF not available 5 3 6 0.008
EF <30% 30 30 35 0.017

Aetiology
Ischaemic 38 39 42
Dilated 38 34 28 0.001
Hypertensive 13 16 14
Other 11 11 16

Values are percentages.
EF, ejection fraction; NYHA, New York Heart Association.
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enzyme (ACE) inhibitor—was 19 (11) mg at baseline and 20
(11) mg after one year. Enalapril was also given at a similar
mean dose in patients who were not started on β blockers (16
(9) mg at baseline and 17 (9) mg after one year).

In patients started on β blockers, permanent discontinu-
ance decreased progressively with time. In the first month the
withdrawal rate was 12.5%, between 1–3 months it was 4.0%,
between 3–6 months it was 3.1%, and between 6–12 months it
was 4.0%. Overall, 23.6% of patients stopped β blocker
treatment during follow up. The leading reasons were worsen-
ing congestive heart failure (8.4%), hypotension (3.1%),
patient preference (2.9%), worsening of chronic obstructive

pulmonary disease (1.9%), and bradycardia or atrioventricular
block (1.8%).

In multivariate analysis, older age, lower systolic blood
pressure, higher NYHA class, and an ischaemic cause for con-
gestive heart failure were independently predictive of the dis-
continuation of β blockers (table 5).

Morbidity and mortality during follow up
Overall, during the 12 month follow up period, 351 deaths
(11.8%) occurred among the 2987 patients for whom follow
up data were available. Figure 2 shows the incidence of total
and sudden death in the three groups and overall. Between
39–50% of overall deaths were sudden, with no significant dif-
ferences among the three groups.

Independent predictors of total one year mortality are listed
in table 6. As expected, higher NYHA class, lower left
ventricular ejection fraction, age, and higher heart rate were
all independently related to total mortality. The use of β
blockers was independently associated with a better progno-
sis, with a relative risk of 0.60 corresponding to a risk reduc-
tion of 40%.

The incidence of hospital admissions for worsening heart
failure was also significantly different among the three groups
of patients (fig 3). During the first six months, patients in
whom β blockers were started showed a hospital admission
rate that was similar to that of patients never started on β
blockers, and twice that in patients already on treatment.
From 6–12 months, the hospital admission rate in patients
started on β blockers was similar to that observed in patients

Figure 2 Total mortality and sudden deaths by 12 months, broken
down by β blocker treatment.

3.2%

8.1%

3.8%

7.6%

7.1%

17.1%

5.0%

11.8%

Total deaths at 12 months

TotalOn β blockers Started on
β blockers

Not started on
β blockers

Sudden death

Table 5 Independent predictors of permanent
discontinuation of β blockers

Variable OR 95% CI p Value

Age (as a continuous variable) 1.02 1.01 to 1.04 0.0331
NYHA class (III–IV v I–II) 1.50 1.05 to 2.13 0.0256
Systolic blood pressure

(as a continuous variable)
0.98 0.97 to 0.99 0.0169

Aetiology (ischaemic v not ischaemic) 1.45 1.02 to 2.08 0.0408

Table 3 Independent predictors of use of β blockers

Variable OR 95% CI p Value

Age (as a continuous variable) 0.97 0.96 to 0.97 0.0001
NYHA class (III–IV v I–II) 0.62 0.51 to 0.75 0.0001
Systolic blood pressure (as a continuous variable) 1.02 1.01 to 1.02 0.0001
Heart rate (as a continuous variable) 1.01 1.01 to 1.02 0.0001
Ejection fraction (not available v available) 0.46 0.28 to 0.76 0.0022

CI, confidence interval; NYHA, New York Heart Association; OR, odds ratio.

Table 4 Use of concomitant cardiovascular drugs

On β blockers
(n=771)

β Blockers started
(n=865)

No β blockers
(n=1455) p Value

ACE inhibitors 85 85 86 NS
Diuretics 85 86 92 0.001
Digitalis 57 65 67 0.001
Amiodarone 12 14 24 0.001
Oral anticoagulants 29 24 28 0.049
Nitrates 37 40 48 0.001

Values are percentages.
ACE, angiotensin converting enzyme.

Table 6 Independent predictors of one year overall
mortality

Variable RR 95% CI p Value

NYHA class (III–IV v I–II) 2.04 1.62 to 2.57 0.0001
Ejection fraction (<30% v >30%) 1.65 1.30 to 2.08 0.0001
Age (as a continuous variable) 1.03 1.02 to 1.04 0.0001
Heart rate (as a continuous variable) 1.02 1.01 to 1.02 0.0001
Systolic blood pressure

(as a continuous variable)
0.98 0.97 to 0.98 0.0001

Use of β blockers (started v not treated) 0.60 0.45 to 0.80 0.0003
Use of β blockers (on treatment v not

treated)
0.74 0.55 to 0.99 0.0446
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already on treatment when the study was started, while no
changes were noted in patients not started on β blockers.

DISCUSSION
We will consider the results of the BRING-UP study from two
complementary points of view: the actual findings on the
quantitative and qualitative profile of the use of β blockade in
heart failure in routine clinical practice; and the value of the
BRING-UP strategy in terms of its educational role in promot-
ing the incorporation of trial results into general practice.

β Blocker use in heart failure in routine clinical practice
β Blockade was adopted as part of heart failure treatment in
up to 37% of the patients who were not already on β blocker
treatment at the entry visit. Overall, the participating
cardiologists decided to maintain, or prescribe as a new treat-
ment, a β blocker agent in about 53% of the heart failure
patients consecutively seen in the one month enrolment
period of the study.

Chronic obstructive pulmonary disease was the most com-
mon contraindication to β blocker use. The high prevalence of
this contraindication suggests that cardiologists perceived all
manifestations of chronic obstructive pulmonary disease as
risk factors for worsening pulmonary function after starting β
blockade. However, in some of these patients, the potential
benefit of using β blockers may outweigh the risk. Only
asthma and reversible airways obstruction should be consid-
ered as contraindications to the use of any β adrenergic
inhibitor.

Besides specific contraindications, the major reasons for
non-prescription of β blockers were advanced age, NYHA class
IV, and asymptomatic left ventricular dysfunction. It is worth
noting, however, that the BRING-UP study was conducted
when the COPERNICUS and CAPRICORN trial results were
not yet available.16 17 To improve the prescription of β blockers
in this subgroup of patients, for whom evidence of benefit
from β blockers is now available, the BRING-UP 2 study has
been designed and is presently underway.

Nearly 80% of the patients of this study were treated with
carvedilol. The selection of this drug was probably related to
the fact that, at the time of the patients’ enrolment, the results
of the US carvedilol programme were available, while those of
CIBIS II (bisoprolol) and MERIT heart failure (metoprolol)
trials2 3 were not.

β Blockade was well tolerated, with 76% of patients
remaining on treatment after one year and the majority of
permanent discontinuations occurring during the first month.

This withdrawal rate is close to the rates observed in heart
failure patients allocated to placebo in randomised trials.1–3

BRING-UP shows that β blocker treatment is not harmful;
on the contrary, it is associated with a reduction in total mor-
tality which, after correcting for the available confounding
variables, is strikingly similar to that observed in randomised
clinical trials (40% reduction in overall mortality).2–4 This is in
line with the results of recent studies comparing the findings
obtained in observational and randomised trials,18 19 and
shows that well designed observational studies can give
results similar to those obtained in randomised trials.
Randomised controlled trials remain, obviously, the only
proper tool to evaluate the efficacy and safety of new
treatments.20 Observational studies should not be considered
as alternatives, but as important adjuncts, complementary to
randomised studies. Their main purpose is to verify whether
the new treatment is used, if it is used properly, and whether
its efficacy under controlled conditions in tertiary care centres
translates into effectiveness in routine practice.

One relevant issue with respect to the correct use of drugs
is the dosage. In our study clinicians tended to stop up
titration of β blockers at a lower dose than recommended on
the basis of the trial results.21 22 This suggests that the dose
issue should be a focus in future educational initiatives. How-
ever, it is worth remembering that the relatively low rate of
side effects observed in the β blocker treatment group in this
study was associated with a dose of β blockers considered low
as judged by the target doses suggested by current guidelines.
This observation is consistent with the recent findings that
low dose β blocker treatment can reduce the rate of hospital
admissions for heart failure and improve survival in elderly
patients after myocardial infarction,23 and that carvedilol has
been shown to improve left ventricular function at relatively
low doses.24

The administration of β blockers was not associated with
changes in the prescription rates or dosages of other drugs,
including ACE inhibitors, indicating that the initiation of β
blockers does not deprive patients of other treatments that are
shown to be effective.

A further interesting observation concerning the safety of
the treatment was the hospital admission rate during follow
up in patients started on the treatment during the study
period: 10.5% were admitted during the first six months
(similar to the admission rate in more severely compromised
patients not given β blockers), while 5.2% were admitted dur-
ing the second six month period (similar to the rate of patients
already on treatment when the study was started). If these
changes are not due to chance—which is possible but unlikely,
given the stability of the hospital admission rates over time in
the other two groups of patients—the obvious interpretation
is that the beneficial effects of β blockers can appear later after
the onset of treatment. As BRING-UP was an open study, the
alternative interpretation that physicians were more prone to
admit their patients when symptoms occurred or worsened
soon after starting β blockade cannot be ruled out. Whatever
the interpretation, this finding has to be considered in the
cost–benefit analyses.

The BRING-UP strategy for the incorporation of trial
results into general practice
Compared with published reports—which have documented
with impressive consistency the effects of these agents and the
corresponding prescribing behaviours25 26—the results of the
BRING-UP study, with its large cohort of patients, show that
the process of incorporating the results into normal clinical
practice could well be accelerated and might proceed in paral-
lel with confirmation of the early evidence and implementa-
tion of the registration processes.

These results are relevant because of the perception that
congestive heart failure is a contraindication to β blocker use,

Figure 3 Time course of hospital admissions for worsening heart
failure, broken down by β blocker treatment.

On β blockers

Total0–6 months > 6–12 months

Started on β blockers
Not started on β blockers

6.6%

10.5%

p = 0.009

10.7%

6.0% 5.0%

p = 0.001

10.3%
11.3%

13.9%

p = 0.001

18.4%
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and because of the difficulties in managing these drugs in the
early titration phase. The attitude of working collaboratively,
so that there is a combination of total clinical freedom and the
ability to consult if and when necessary, could be seen as a
blend of continuity and adaptation to the trial setting and
rules. Informed subjective medical decisions, with exclusion
criteria limited to formal contraindications, were accompa-
nied by a very low level of monitoring in our study, which
mimics the conditions obtaining in good clinical practice,
where consultation with peers in cases of uncertainty should
be the norm.

It is clear that all the classical limitations of observational
studies20 could be applied to the BRING-UP study, and that its
local nature could be seen as a major limitation to its applica-
bility in an international setting. Nevertheless such caveats
should not undermine the fact that strategies involving trans-
ferability and effectiveness must be locally planned, as results
must be pursued and measured in specific societal frame-
works and health systems.

In the case of BRING-UP, the main sponsor and coordinat-
ing body is a scientific association which has been developing
a culture of cooperative research as a critical component of the
professional identity of the cardiology community and of its
individual members.27 28 External financial support was
required only for the coordination activities. More generally,
the introduction of truly innovative knowledge and behaviour
into daily care is better seen as a research process in itself,
because the transfer from efficacy to effectiveness cannot and
should not be an exercise in obedience and reproduction. Not
only are the patients and the clinical contexts much more
heterogeneous than they are in clinical trials, but the incorpo-
ration of new knowledge on top of existing knowledge is also
largely dependent on the unpredictable variability of many
physicians, for whom the trade off between clinical freedom
and evidence remains an interesting exercise to be validated
on each new occasion. Periodic descriptive surveys of practice
patterns aiming at measuring the gap between research
results and clinical attitudes, or the impact of educational
campaigns, should be considered a second choice compared
with active research projects targeted towards improving
medical practice by providing a better understanding of
physicians’ behaviour and by measuring outcomes with end
points that are an epidemiological translation of the outcomes
of controlled trials.

Along with the important ad hoc initiatives launched
mainly in the USA29 and the UK30 to promote evidence based
practice, scientific societies should be in the forefront of the
methodological development and concrete testing of research
models in this critical area of medicine. The potential implica-
tions of such strategies could be considered either in terms of
public health or of the cost–benefit profile of medicine,
because the investigator networks overlap the user commu-
nity.
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