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Abstract

Background: Acute chest pain is a major health problem all over the western world. Active
approaches are directed towards diagnosis and treatment of potentially life threatening conditions,
especially acute coronary syndrome/ischemic heart disease. However, according to the literature,
chest pain may also be due to a variety of extra-cardiac disorders including dysfunction of muscles
and joints of the chest wall or the cervical and thoracic part of the spine. The diagnostic approaches
and treatment options for this group of patients are scarce and formal clinical studies addressing
the effect of various treatments are lacking.

Methods/Design: We present an ongoing trial on the potential usefulness of chiropractic
diagnosis and treatment in patients dismissed from an acute chest pain clinic without a diagnosis of
acute coronary syndrome. The aims are to determine the proportion of patients in whom chest
pain may be of musculoskeletal rather than cardiac origin and to investigate the decision process
of a chiropractor in diagnosing these patients; further, to examine whether chiropractic treatment
can reduce pain and improve physical function when compared to advice directed towards
promoting self-management, and, finally, to estimate the cost-effectiveness of these procedures.
This study will include 300 patients discharged from a university hospital acute chest pain clinic
without a diagnosis of acute coronary syndrome or any other obvious cardiac or non-cardiac
disease. After completion of the clinic's standard cardiovascular diagnostic procedures, trial
patients will be examined according to a standardized protocol including a) a self-report
questionnaire; b) a semi-structured interview; c) a general health examination; and d) a specific
manual examination of the muscles and joints of the neck, thoracic spine, and thorax in order to
determine whether the pain is likely to be of musculoskeletal origin. To describe the patients status
with regards to ischemic heart disease, and to compare and indirectly validate the musculoskeletal
diagnosis, myocardial perfusion scintigraphy is performed in all patients 2—4 weeks following
discharge. Descriptive statistics including parametric and non-parametric methods will be applied
in order to compare patients with and without musculoskeletal chest pain in relation to their
scintigraphic findings. The decision making process of the chiropractor will be elucidated and
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reconstructed using the CART method. Out of the 300 patients 120 intended patients with
suspected musculoskeletal chest pain will be randomized into one of two groups: a) a course of
chiropractic treatment (therapy group) of up to ten treatment sessions focusing on high velocity,
low amplitude manipulation of the cervical and thoracic spine, mobilisation, and soft tissue
techniques. b) Advice promoting self-management and individual instructions focusing on posture
and muscle stretch (advice group). Outcome measures are pain, physical function, overall health,
self-perceived treatment effect, and cost-effectiveness.

Discussion: This study may potentially demonstrate that a chiropractor is able to identify a subset
of patients suffering from chest pain predominantly of musculoskeletal origin among patients
discharged from an acute chest pain clinic with no apparent cardiac condition. Furthermore
knowledge about the benefits of manual treatment of patients with musculoskeletal chest pain will

http://www.biomedcentral.com/1471-2474/9/40

inform clinical decision and policy development in relation to clinical practice.

Trial registration: NCT00462241 and NCT00373828

Background

Acute chest pain is believed to be one of the most com-
mon reasons for hospital admission in Denmark [1,2].
Figures from the United States show that chest pain is the
second most common reason for emergency department
visits, accounting for 5.4% or more than 4 million visits
per year [3]. The primary concern in these cases is of cause
cardiac disease, but in about 50% of cases the aetiology
appear to be non-cardiac [4,5], and in around 20% of the
patients admitted to chest pain clinics no definitive diag-
nosis can be made [6].

Chest pain patients with normal coronary perfusion have
an excellent prognosis for survival, and a future risk of car-
diac morbidity similar to that reported in the background
population [7-9]. However, about three quarters of
patients with undiagnosed chest pain continue to suffer
from residual pain with large personal and socio-eco-
nomic consequences in terms of anxiety, fear of undiag-
nosed heart disease, loss of daily function and working
capacity, and re-admissions to the hospital [10-16]. Chest
pain differential diagnoses include primarily pulmonary,
gastrointestinal, psychosocial, or musculoskeletal prob-
lems. Musculoskeletal problems alone accounts for 5-
20% of the total number of admissions in acute chest pain
clinics [16-18]. Hence, the musculoskeletal system is a rec-
ognized possible source of pain in patients with chest
pain, even if no standardized criteria for the diagnosis
exist at this point.

An extensive body of literature addresses patient assess-
ment and management protocols for patients presenting
with chest pain, but these focus primarily on cardiopul-
monary [19-22], gastro-oesophageal [5,23], and psycho-
logical conditions [11,24,25], and protocols aiming at
diagnosis of musculoskeletal chest pain remain scarce,
and the effect of treatment strategies, including medical
treatment (oral anti-inflammatory drugs), exercise

(strength and/or stretching), advice, and manual
approaches have not been evaluated. To our knowledge,
only one non-randomized study deals with manual exam-
ination and treatment of patients with musculoskeletal
chest pain [26,27]. In this study, an examination program
consisting of a general health examination and a specific
manual examination of the thorax and cervico-thoracic
part of the spine was developed for a population of
patients with suspected or known stable angina pectoris
referred to a tertiary hospital for coronary angiography
[26]. The examination program together with the detailed
case history was applied by a chiropractor to make a diag-
nosis of discomfort from the musculoskeletal system, cer-
vico-thoracic angina (CTA). In the absence of a true
golden standard to validate the CTA diagnosis, myocar-
dial perfusion scintigraphy (MPS) was used as a by proxy
measure of validity with some success: Eighty percent of
the CTA-positive patients had normal perfusion com-
pared to 50% in the CTA-negative group. Moreover,
results indicated that patients with CTA may benefit from
chiropractic treatment.

We therefore decided to perform a multi-purpose clinical
trial consisting of 1) a prospective, population-based,
diagnostic evaluation study, 2) a single-blinded, rand-
omized clinical trial (RCT), and 3) a cost-effectiveness
analysis alongside the RCT.

The aims are:

e To determine the proportion of patients discharged
from a university hospital chest pain clinic in whom their
chest pain may be of musculoskeletal rather than cardiac
origin. Specifically, we wish to determine the prevalence
and character of musculoskeletal chest pain, and to
describe cardiac status with respect to ischemic heart dis-
ease.
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Table I: Inclusion and exclusion criteria.
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Inclusion criteria

Exclusion criteria

To be included in the project the participant must

- Have chest pain as their primary complaint.

- Have an acute episode of pain of less than 7 days duration before
admission.

- Consent to the standardized evaluation program at the chest pain
clinic.

- Have pain in the thorax and/or neck.

- Be able to read and understand Danish.
- Be between 18 and 75 year of age.

- Be a resident of the Funen County

Patients will not be included if any of the following conditions are present
- Acute coronary syndrome.

- Previous Percutaneous Coronary Intervention or Coronary Artery By-
pass Grafting.

- Chest pain from other definite cause, cardiac or non-cardiac. The
condition must be verified clinically during admission (i.e. pulmonary
embolism, pneumonia, dissection of the aorta, ...).

- Inflammatory joint disease.

- Insulin dependent diabetes

- Fibromyalgia.

- Malignant disease.

- Apoplexy, dementia, or unable to cooperate.

- Major osseous anomaly.

- Osteoporosis.

- Pregnancy.

- Does not want to participate.

- Other — the reason for non-inclusion will be registered.

¢ To investigate the diagnostic decision making process of
a chiropractor in these patients, using MPS as an indirect
measure of validity.

¢ To determine the relative clinical effectiveness of chiro-
practic manual treatment versus advice directed towards
promoting self-management using pain and patient-rated
outcomes as primary outcome measures. Finally, we will
estimate the cost-effectiveness of these procedures.

Methods/Design

This clinical trial is being conducted at Odense University
Hospital in Odense, Denmark. The study began in 2006,
and is ongoing. Approval has been granted by the regional
ethics committee for Funen and Vejle Counties, Denmark,
approval number #VF 20060002, and informed consent is
obtained from all participants.

Study population

Three hundred consecutive patients with an episode of
suspected non-cardiac acute chest pain are being recruited
among patients discharged from an acute chest pain clinic
situated at a large specialized cardiology department. All
patients have undergone a standardized evaluation pro-
gram at the chest pain clinic ruling out any obvious and
significant cardiac or non-cardiac disease, including acute
coronary syndrome. Following discharge from the chest
pain clinic, all patient records are screened for the inclu-
sion and exclusion criteria into the present study, and
potential participants are contacted personally or by tele-
phone and invited to participate.

Inclusion/exclusion criteria
The inclusion and exclusion criteria are presented in Table
1.

A record will be kept of the number of subjects excluded
from the study, as well as those who are eligible for inclu-
sion and choose not to participate.

Baseline measurements

Interested individuals are assessed at baseline within
seven days of admission. First, they complete a question-
naire including information on pain, general health,
occupation, education, physical and lifestyle factors,
expectation to treatment outcome, and baseline values for
the outcome measures.

Next, participants are examined using a standardized and
previously validated study protocol [26]. The examination
protocol consists of three parts:

1) A semi-structured interview including pain characteristics
(frequency, duration, localization, provoking and reliev-
ing factors), symptoms from the lungs and gastrointesti-
nal system, past medical history, height and weight, and
risk factors for ischemic heart disease. Further, patients are
classified into three types of chest pain: typical angina,
atypical angina, or non-cardiac chest pain in accordance
with Danish and international guidelines [19,21]. The
patients are also classified into one of four classes of sever-
ity according to the criteria given by the Canadian Cardi-
ovascular Society (CCS) [21,28]. Cardio-vascular
performance is graded according to New York Heart Asso-
ciation (NYHA) [29].

2) A general health examination including blood pressure
and pulse, heart and lung stethoscopy, abdominal palpa-
tion, neck auscultation, clinical signs of left ventricular
failure, neurological examination of the upper and lower
extremities in terms of reflexes, sensibility to touch, mus-
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cle strength, and an orthopaedic examination of the neck
and shoulder joints in order to rule out nerve root com-
pression syndromes.

3) A specific manual examination of the muscles and joints
of the neck, thoracic spine and thorax, including active
range of motion, manual palpation for muscular tender-
ness on 14 points of the anterior chest wall, palpation for
segmental paraspinal muscular tenderness, motion palpa-
tion for joint-play restriction of the thoracic spine (Th1-
8), and end play restriction of the cervical and thoracic
spine [26].

The examination program together with the detailed case
history will be applied by a chiropractor to make a diag-
nosis of pain from the musculoskeletal system, CTA,
according to the previously established criteria [26].

The timeline and overview of data collection is shown in
Figure 1 (adapted from Perera et al. (2007)[30]). The
timeline is shown vertically, and allocation of participants
to study groups horizontally.

MPS

In order to evaluate the population in terms of ischemic
heart disease all patients undergo MPS within two to four
weeks following baseline evaluation. Using radionuclides
the myocardial perfusion is evaluated to determine the
presence of regional areas with decreased blood flow
because of coronary artery disease. Detailed procedures
for MPS are described in Appendix 1. MPS will also be
used to compare and indirectly validate the musculoskel-
etal diagnosis.

RCT

All CTA positive patients (estimated 120 out of the initial
300 patients) will be included in the RCT. The aim of this
part of the study is to establish the effectiveness of chiro-
practic treatment including spinal manipulation versus
advice to promote self-management. Participants are only
eligible for inclusion in the RCT if they are CTA positive
and the examining clinician decides that manipulation
might be the appropriate treatment. Patients for whom
manipulation is thought not to be indicated will not be
included in the RCT.

Randomization

The randomization sequence with a 1:1 allocation ratio
has been computer generated by a researcher not involved
in the project. Consecutively numbered sealed opaque
envelopes containing the treatment allocation for each
patient has been produced and eligible participants draw
an envelope. The envelopes are arranged in blocks with
varying block sizes. The examining clinician manages the
hand over of the envelope to the participant, but is

http://www.biomedcentral.com/1471-2474/9/40

masked to the treatment allocation when determining eli-
gibility to randomization.

Treatments

Participants will be randomized to receive one of two
treatments: A course of chiropractic treatment including
spinal manipulation (therapy group) or advice promoting
self-management (advice group).

Therapy group

Participants in the therapy group will be assigned to a chi-
ropractor in their local community. Participating chiro-
practors will have a university chiropractic degree and at
least five years of clinical experience. Each chiropractor
chooses an individual treatment strategy based on a com-
bination of their findings, the patient history, and prag-
matic, routine practice. The treatment will be modified to
accommodate the age and physical condition of each
patient. The treatment must, however, include high veloc-
ity, low amplitude manipulation directed towards the
thoracic and/or cervical spine in combination with any of
the following: Joint mobilisation, soft tissue techniques,
stretching, stabilising or strengthening exercises, heat or
cold treatment, and advice. The protocol specifies up to
ten treatment sessions of approximately 20 minutes, 1-3
times per week for four weeks, or until the patient is pain
free if this occurs within less than four weeks. The type of
manipulation technique will not be standardized, and the
treating chiropractor can manipulate the lumbar spine if
he/she determines to do so. The chiropractors record the
types of treatment rendered at all sessions.

Advice group

Advice is given in an approximately 15-minute session
following the baseline assessment, and is directed towards
promoting self-management. The participants are told
that their chest pain generally has a benign, self-limiting
course. The participants receive individual instructions
regarding posture and two or three exercises aiming to
increase spinal or muscle stretch based on clinical evalua-
tion. They are advised to seek medical attention for re-
evaluation (family physician, chest pain clinic or emer-
gency department) in case of severe or unfamiliar chest
pain. Further, the advice group is asked to refrain from
seeking any manual treatment for the following four
weeks.

Outcome measures

The outcomes are measures by self-report questionnaires
that are collected at baseline, after four weeks (CTA posi-
tive patients only), and after three and 12 months (all
patients) (see Figure 1).
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Participants CTA negative CTA positive CTA positive
Timeline (Therapy group)) (Advice group)

Baselie (tme = 0 AEOO@E AEOCO® |[AEIO®®

Determination of eligibility
to RCT

Randomization Not eligible for treatment

Initiation of treatment Not eligible for treatment <F> @
Approximately 2 weeks @ @ @

4 weeks
12 weeks
52 weeks

Symbol Content

Questionnaire completed by the patient including information on occupation, education, physical and
lifestyle factors, and expectation to treatment outcome.

Questionnaire completed by patient including information on pain intensity, general health and
baseline values for the outcome measures.

Semi-structured interview, including pain characteristics, comorbidities, the past medical history,
height and weight, and risk factors of ischemic heart disease.

General health examination, including blood pressure and pulse, stethoscopy, abdominal palpation,
neck auscultation, clinical signs of left ventricular failure, neurological examination of the upper and
lower extremities, and orthopaedic examination of the neck and shoulder joints.

Specific manual examination of the muscles and joints of the neck, thoracic spine and thorax,
including active range of motion, manual palpation for muscular tenderness on the anterior and
posterior chest wall, and motion palpation of the cervical and thoracic spine.

Therapy group. Chiropractic treatment consisting of high velocity, low amplitude manipulation
directed towards the thoracic and/or cervical spine in combination with joint mobilisation, soft tissue
techniques, stretching, stabilising or strengthening exercises, heat or cold treatment, and advice.

Advice group. Advice is given in an approximately 15 minute session following the baseline
assessment, and is directed towards promoting self-management.

Myocardial Perfusion Scintigraphy

Global assessment. Improvement in chest pain and general health is rated by the participants using
7-point Likert-scales using the categories: Much worse, worse, a little worse, no change, a little
better, better, and much better.

Hee ol 0 0|68 =

Health care costs/Cost-effectiveness analysis. Direct health care cost, direct non-health care costs
and indirect costs are used in the economic evaluation as an indicator of cost-effectiveness.

=]

Figure |
Evaluation, intervention and follow up. (Adapted from Perera et al. 2007).
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Primary outcome measures in the RCT

Participants are asked to rate their worst level of chest pain
during the last week, using an ordinal 11-point box scale
(0 = no pain, 10 = the worst pain possible). Improvement
in chest pain is rated by participants on a 7-point ordinal
scale with responses ranging from "much worse" to
"much better".

Secondary outcome measures

¢ Ordinal 11-point box scales (0 = no pain, 10 = the worst
pain possible) will be used to rate chest pain "now" (i.e.
on the day of examination/completion of questionnaire)
together with the following types of pain over the last
week: "worst" and "average" chest pain, "average" thoracic
spine pain, "average" cervical spine pain, "average" shoul-
der and arm pain.

e Improvement in chest pain and general health is rated
by the participants using an ordinal 7-point scale using
the categories: "Much worse", "worse", "a little worse",
"no change", "a little better", "better", and "much better".

e The general health status is measures by the Medical
Outcomes Study Short Form 36-item Health Survey (SF-
36) [31,32]. The SF-36 comprises 36 items that can be
combined into eight multi-item summary scores: physical
functioning, vitality, bodily pain, mental health, social
functioning, role limitation due to physical health and
due to emotional problems, and general health percep-
tion, plus one item assessing a change in health over the
past year.

e The Patient Specific Functional Scale is developed to
assess functional limitations in a variety of clinical presen-
tations [33]. Participants will be asked to identify three
important activities with which they are having difficulties
or are unable to perform because of their problem. In
addition to specifying the activities the participants will be
asked to rate on an ordinal 11-point box scale the current
level of difficulty associated with each activity.

¢ As a surrogate for the assessment of pain and quality of
life, we will use the indicators "number of visits to family
doctor", "number of hospitalizations", and "amount of
prescribed drugs". The data will be obtained from the
comprehensive national Danish central registers. Non-
prescription medication use for chest pain is measured
using self-report questionnaires at 12 and 52 weeks.

e Information about adverse events and side effects will be
collected for the therapy group by the treating chiroprac-
tor before and after each treatment session.

http://www.biomedcentral.com/1471-2474/9/40

Predictors of outcomes

e Prior to commencing treatment, patients are asked to
rate their expectation towards treatment benefits on a 5-
point scale, with responses ranging from "getting much
worse" to "getting much better".

e The Brief Illness Perception Questionnaire (B-IPQ)
assesses perception of illness by asking patients for their
own belief about their condition [34]. The B-IPQ consists
of eight items that can be combined into five cognitive
components: Identity, cause, time-line, consequences and
cure/control. These components together make up the
patient's perception of their illness. All eight items are
measured using ordinal 11-point box scales.

Health care cost/Cost-effectiveness analysis

Direct health care cost, direct non-health care cost and
indirect cost are used in the economic evaluation as an
indicator of cost-effectiveness. Cost data are collected
through patient self-report questionnaires at 12 and 52
weeks. Direct costs for each patient will represent the one-
year aggregated chest pain related health care costs based
on utilization and estimated costs. Health care utilization
(within and outside the study) is measured using stand-
ardized clinician treatment forms (each chiropractic visit,
weeks 1-4), and patient rated self-report questionnaires
(baseline and weeks 12 and 52). Direct health care costs
include costs related to study treatment, non-study health
care health provider use, medication utilization, and hos-
pitalizations for chest pain. Indirect costs of productivity
loss is measured by patient self-report (weeks 12 and 52)
using questions that measure lost or impacted work or
activity days due to chest pain. The EuroQol 5D (modified
version) [35,36], a multi-attribute, patient self-report util-
ity scale measuring five dimensions (mobility, self-care,
usual activities, pain/discomfort, and anxiety/depres-
sion), is used as the cost-utility index. It is measured at
baseline and weeks 4, 12, and 52.

Data analyses

Diagnostic study

All items of the examination protocol will be compared
between CTA positive and CTA negative patients. In order
to show the importance of any single variable in the deci-
sion making process the variables will be compared both
within all included patients and in subgroups. Using the
Classification and Regression Trees (CART) method [37]
the decision making process will subsequently be recon-
structed into a decision tree for predicting continuous
dependent variables (regression) and categorical predictor
variables (classification). The decision tree will be com-
pared to the reconstructed decision process from the
Christensen study comprising chronic chest pain patients
[26]. The agreement between the old and the new deci-
sion tree will be analyzed. Further, the proportion of CTA
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positive patients within the group of patients with normal
MPS will be compared to proportion in the group of
patients with abnormal MPS.

Randomized controlled trial

The size of the study sample was estimated using data
from the study by Christensen et al. [27]. In this study,
patients with suspected chronic stable angina pectoris
were included. Improvement in chest pain over the last
two weeks was assessed using an ordinal 5-point box
scale. Using these results, a sample of 120 patients will
provide 81% power to detect a shift in the distribution of
the improvement in chest pain from 0%/5%/25%/45%/
25% to 1%/10%/40%/40%/9%, which corresponds to
the findings in the study by Christensen et al. The two
studies are not similar in terms of patient characteristics
(chronic versus acute chest pain), rating scales (5-point
box scale versus 7-point box scale) or assessment period
(two weeks versus one week). Nevertheless, a sample size
of 120 patients was deemed sufficient.

The baseline scores of the patient demographics (e.g. age,
gender, duration and history of complaints), primary and
secondary outcomes will be used to compare the two
intervention groups. Differences between baseline and
follow up measurements will be calculated and com-
pared. If necessary, adjustment for baseline variable will
be made, using analysis of covariance (ANCOVA). A con-
firmatory, secondary analysis using the repeated meas-
ures, multivariate analysis of covariance (MANCOVA)
will be used as an overall test for differences between
groups. This will include both the primary and secondary
patient-rated outcomes. The statistical analysis will be per-
formed on the basis of the intention-to-treat principle, i.e.
patients will be analysed in the treatment group to which
they were randomly allocated. Finally, based on a prior
definition of success, numbers needed to treat will be cal-
culated. Outcomes of patient rated improvement will be
dichotomized and success will be defined as patients rat-
ing "better" or "much better".

Cost-effectiveness analysis

A cost comparison of the therapy and advice group will be
performed using data on direct and indirect costs. Cost
differences between groups will be estimated using regres-
sion analysis where all chest pain-related costs in a year
are regressed on treatment. A cost effectiveness analysis,
using a mixed model linear regression analysis, will be
conducted to compare the interventions, using patient-
rated pain as the effective measure. Finally, a cost-utility
analysis comparing the interventions will be performed
using the EuroQol 5-D.

http://www.biomedcentral.com/1471-2474/9/40

Discussion

This study is the result of a unique research collaboration
between researchers with backgrounds in chiropractic,
cardiology, nuclear medicine and biostatistics, and to our
knowledge this is the first randomized clinical trial inves-
tigating the effect of manual treatment on chest pain of
musculoskeletal origin.

The design of this study has been a challenging process
since no standardized and validated outcome measures
for chest pain of musculoskeletal origin exists. The study
by Christensen et al. [27] formed the basis for the present
study. However, methods and results from the Chris-
tensen study are not directly applicable in this study,
mainly because of differences in the two populations in
terms of pain duration and other characteristics. Patients
with chronic chest pain often have repeated pain episodes
of arelatively mild character, sometimes described as "dis-
comfort" [21]. They may experience pain that is brought
on in familiar situations and at an expected work load.
This is in contrast to patients with acute chest pain, who
often experience a very dramatic and intense pain episode,
some for the first time, and the pain evokes considerable
anxiety and fear of cardiac conditions. In order to adapt to
the differences in populations, a pilot study comprising
36 patients was conducted to determine the population
size, inclusion and exclusion criteria, questionnaires,
logistics and the primary outcome measures in the RCT.
Following this, the semi-structured interview and pain rat-
ing scales were adjusted.

Diagnostic part

An important part of the diagnostic procedure in this
study is founded on manual examination of the muscles
and joints. Palpation used as a diagnostic tool for spinal
dysfunction has been subjected to criticism because of
poor reproducibility and validity [38]. One of the major
problems with the validation of palpation is that there is
no golden standard to directly validate the findings. In the
present study, this problem is addressed by using MPS as
a by proxy measure to indirectly validate the CTA diagno-
sis. This is based on the hypothesis that in this popula-
tion, patients who are CTA positive most likely will have
fewer abnormal MPS than CTA negative patients. Data
from the pilot study suggest that approximately 40% are
CTA-positive, 15% have abnormal MPS, and 7% have
both abnormal MPS and are CTA positive.

Outcome measures

We have chosen global perceived effect as one out of two
primary outcome measures even though critique has been
posted on the reliability and validity of global rating scales
[39]. Global rating scales are typically correlated with the
patients' present status and are not an unbiased measure
of change. However, global rating scales are regarded as
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clinically relevant and valid, and responsive to measure
patients' perceived recovery. The global rating scale was
also chosen, because during the pilot study we found that
pain intensity levels were relatively low compared to for
instance patients seeking care for low back pain. Patients
initially reported very high levels of pain which then
spontaneous decline in intensity within a very short
period of time (hours to days), rendering pain a less than
optimal primary outcome measure. Finally, we found that
the Patient Specific Functional Scale [33] would not make
a good primary outcome measure because many patients
experience a first time episode of chest pain and, thus, do
not feel limited in their daily activities.

Interventions

Chiropractic therapy may be an effective treatment for
patients with acute chest pain, but this has only been
investigated in one non-randomized trial [27]. A prag-
matic approach was chosen for the therapy group. The
exact content of chiropractic therapy may not be clear, and
the potential active "ingredient" can not be known even
after this trial is completed. The advantage of the prag-
matic strategy is that if this trial provides evidence in favor
of chiropractic therapy, the results can easily be imple-
mented, but future trials will be needed in order to iden-
tify the specific components. Also, our design is not well
suited to correct for attention bias. Advice was chosen as
intervention for the second group, because it is intended
to mimic usual care and will act as a control treatment.
Chiropractors are an integrate part of the Danish primary
health care system with approximately 15% of Danes con-
sulting a chiropractor each year [40]. Patients that previ-
ously have received chiropractic treatment very often have
specific expectation about what chiropractic treatment
consists of. This means that choosing a sham or placebo
treatment was not feasible in Denmark due to lack of
naive patients, and because masking of patients to a sham
or placebo treatment would not be possible.

In this study we have focused on two conditions that may
cause episodes of chest pain, i.e. ischemic heart disease
and CTA. Many other conditions may be present in these
patients that could cause chest pain. Optimally, a thor-
ough follow up, including evaluation of esophageal-gas-
tro-intestinal conditions, would have been preferable to
potentially diagnose some of the CTA-negative patients,
but due to limitations in funding and time restraints such
evaluation has not been possible.

In summary, this article presents the rationale and design
of a multi-purpose study consisting of a prospective diag-
nostic study, and an RCT, with a cost-effectiveness study
alongside the central trial. It is anticipated to be com-
pleted in 2008, at which time the results will be made
available. The first part of this study may potentially dem-

http://www.biomedcentral.com/1471-2474/9/40

onstrate that a chiropractor is able to identify a subset of
patients suffering from chest pain predominantly of mus-
culoskeletal origin among patients dismissed from an
acute chest pain clinic with no apparent cardiac condi-
tion. The long term goal is to establish whether manual
palpation may be used as a part of the clinical examina-
tion to screen patients allowing for improvement in refer-
ral patterns. Furthermore knowledge about the benefits of
manual treatment in patients with musculoskeletal chest
pain will inform clinical decision and policy development
in relation to clinical practice.
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Appendix |

Myocardial Perfusion Scintigraphy (MPS)

All patients undergo an electrocardiographically gated rest
MPS according to the rest part of a two-day protocol with-
out attenuation correction [41]. 9°mTc-sestamibi (10 MBq.
kg1, maximum 1100 MBq) is given 20 min. after sublin-
gual administration of 0.5 mg nitro-glycerine followed
30-60 min. later by imaging using a dual-head gamma
camera. A semi-automatic quantitative interpretation of
perfusion and functional data is carried out using stand-
ard processing software (Auto QUANT® 5.0.0) [42].
Abnormal segmental perfusion scores is computed in a
20-segment model using a 5-point perfusion scoring scale
(0 =normal, 1 = equivocal, 2 = moderate, 3 = severe reduc-
tion of radioactivity, and 4 = absence of detectable tracer
uptake in a segment based on a normal databases set up
for each sex). The summed rest score (SRS) is obtained by
adding the scores of each segment in the 20-segment
model [43]. A study is judged abnormal if the sum of
stress scores is = 4 with at least one segment having a score
= 2. In case of an abnormal MPS at rest, additional stress
imaging is carried out at least two days later using adeno-
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sine infusion 0.140 mg. kg!- min! for six minutes and
injection of 10 MBq. kg! (maximum 1100 MBq) of sesta-
mibi between the third and the fourth minute of infusion.
Similarly, from the images, the summed rest score (SRS) is
calculated [43]. All studies are interpreted without knowl-
edge of the clinical findings. In patients with both rest and
stress images the type of abnormality is categorized as fol-
lows: Defects that are present at rest and remains
unchanged during stress are considered as fixed. The
appearance of new or worsening defects following stress is
considered to be defect reversibility. Studies combining
fixed and reversible defects are categorized as "reversible".
The diagnostic accuracy of the MPS method has been
reported elsewhere, and the estimated sensitivity and spe-
cificity for detecting significant coronary disease is 75%
(95% CI 66%-82%) and 79% (95% CI 73%-84%),
respectively [44].

Acknowledgements

The study is funded by the Nordic Institute of Chiropractic and Clinical Bio-
mechanics, the County of Funen, and the Foundation for Chiropractic
Research and Postgraduate Education.

References

I.  Bechgaard P: [Segmentally thoracic pain in patients admitted
to a coronary care unit]. Ugeskr Laeger 1982, 144:13-15.

2. Videbzk ], Madsen M: [Heart statistics 2004.] Hjerteforeningen
i samarbejde med Statens Institut for Folkesundhed. [http:/
[hifl.inforce.dk/graphics/Hjerteforeningen-dk/forfagfolk/
Hjertestatistik2004/Hjertestatistik2004.pdf]. 3-8-2007

3. McCaig L, Nawar EW: National Hospital Ambulatory Medical
Care Survey: 2004 Emergency Department Summary.
Advance Data From Vital and Health Statistics 2006 [http://www.cdc.gov/
nchs/data/ad/ad372.pdf].

4.  Chambers J, Bass C, Mayou R: Non-cardiac chest pain: assess-
ment and management. Heart 1999, 82:656-657.

5.  Eslick GD, Jones MP, Talley NJ: Acute chest pain and health care
seeking behaviour: role of reflux symptoms [abstract]. | Gas-
troenterology and Hepatology 2001, 16:A106.

6.  Panju A, Farkouh ME, Sackett DL, Waterfall W, Hunt R, Fallen E, Som-
ers S, Stevenson G, Walther S: Outcome of patients discharged
from a coronary care unit with a diagnosis of " chest pain not
yet diagnosed". Can Med Assoc | 1996, 155:541-546.

7. Galassi AR, Azzarelli S, Tomaselli A, Giosofatto R, Ragusa A,
Musumeci S, Tamburino C, Giuffrida G: Incremental prognostic
value of technetium-99m-tetrofosmin exercise myocardial
perfusion imaging for predicting outcomes in patients with
suspected or known coronary artery disease. Am | Cardiol
2001, 88:101-106.

8. Klocke FJ, Baird MG, Lorell BH, Bateman TM, Messer }V, Berman DS,
O'Gara PT, Carabello BA, Russell RO Jr, Cerqueira MD, St.John Sut-
ton MG, DeMaria AN, Udelson JE, Kennedy JW, Verani MS, Williams
KA, Antman EM, Smith SC Jr, Alpert JS, Gregoratos G, Anderson L,
Hiratzka LF, Faxon DP, Hunt SA, Fuster V, Jacobs AK, Gibbons RJ,
Russell RO: ACC/AHA/ASNC guidelines for the clinical use of
cardiac radionuclide imaging—executive summary: a report
of the American College of Cardiology/American Heart
Association Task Force on Practice Guidelines (ACC/AHA/
ASNC Committee to Revise the 1995 Guidelines for the
Clinical Use of Cardiac Radionuclide Imaging). Circulation
2003, 108:1404-1418.

9. Hachamovitch R, Berman DS: The use of nuclear cardiology in
clinical decision making. Semin Nucl Med 2005, 35:62-72.

10. Ockene IS, Shay M], Alpert JS, Weiner BH, Dalen JE: Unexplained
chest pain in patients with normal coronary arteriograms: a
follow-up study of functional status. N Engl | Med 1980,
303:1249-1252.

20.

21.

22.

23.
24.

25.

26.

27.

28.
29.

http://www.biomedcentral.com/1471-2474/9/40

Wielgosz AT, Fletcher RH, McCants CB, McKinnis RA, Haney TL,
Williams RB: Unimproved chest pain in patients with minimal
or no coronary disease: a behavioral phenomenon. Am Heart
J 1984, 108:67-72.

Tew R, Guthrie EA, Creed FH, Cotter L, Kisely S, Tomenson B: A
long-term follow-up study of patients with ischaemic heart
disease versus patients with nonspecific chest pain. | Psycho-
som Res 1995, 39:977-985.

Launbjerg ], Fruergaard P, Hesse B, Jorgensen F, Elsborg L, Petri A:
[The long-term prognosis of patients with acute chest pain
of various origins]. Ugeskr Laeger 1997, 159:175-179.

Achem SR, DeVault KR: Recent developments in chest pain of
undetermined origin. Curr Gastroenterol Rep 2000, 2:201-209.
Eslick GD, Coulshed DS: Rapid assessment of chest pain. Chest
pain clinics may be one step forward, two steps back. BM/
2002, 324:422.

Spalding L, Reay E, Kelly C: Cause and outcome of atypical chest
pain in patients admitted to hospital. | R Soc Med 2003,
96:122-125.

Fruergaard P, Launbjerg ], Hesse B, Jorgensen F, Petri A, Eiken P,
Aggestrup S, Elsborg L, Mellemgaard K: The diagnoses of patients
admitted with acute chest pain but without myocardial inf-
arction. Eur Heart | 1996, 17:1028-1034.

Knockaert DC, Buntinx F, Stoens N, Bruyninckx R, Delooz H: Chest
pain in the emergency department: the broad spectrum of
causes. Eur | Emerg Med 2002, 9:25-30.

Haghfelt T, Alstrup P, Grande P, Madsen JK, Rasmussen K, Thiis J:
[Guidelines for diagnosis and treatment of patients with sta-
ble angina pectoris]. In Consensus report. Danish Society for Cardiol-
ogy and Danish Society for Thoracic Surgery Copenhagen, Own
publisher; 1996:1-40.

Erhardt L, Herlitz ], Bossaert L, Halinen M, Keltai M, Koster R, Mar-
cassa C, Quinn T, van Weert H: Task force on the management
of chest pain. Eur Heart | 2002, 23:1153-1176.

Abrams J, Chatterjee K, Daley ], Deedwania PK, Douglas ]S, Ferguson
TB, Fihn SD, Fraker TD, Gardin JM, O'Rourke RA, Pasternak RC, Wil-
liams SV: ACC/AHA 2002 Guideline update for management
of patients with chronic stable angina. [http://www.american
heart.org/downloadable/heart/

104499 1838085StableAnginaNewFigs.pdf]. 17-11-2002. 17-10-2007
Fox K, Garcia MA, Ardissino D, Buszman P, Camici PG, Crea F, Daly
C, de Backer G, Hjemdahl P, Lopez-Sendon }, Marco ], Morais |, Pep-
per J, Sechtem U, Simoons M, Thygesen K, Priori SG, Blanc J), Budaj
A, Camm J, Dean V, Deckers ], Dickstein K, Lekakis ], McGregor K,
Metra M, Morais |, Osterspey A, Tamargo |, Zamorano |L: Guide-
lines on the management of stable angina pectoris: execu-
tive summary: the Task Force on the Management of Stable
Angina Pectoris of the European Society of Cardiology. Eur
Heart | 2006, 27:1341-1381.

Eslick GD, Fass R: Noncardiac chest pain: evaluation and treat-
ment. Gastroenterol Clin North Am 2003, 32:531-552.

Fleet RP, Dupuis G, Marchand A, Burelle D, Beitman BD: Panic dis-
order, chest pain and coronary artery disease: literature
review. Can | Cardiol 1994, 10:827-834.

Zachariae R, Melchiorsen H, Frobert O, Bjerring P, Bagger JP: Exper-
imental pain and psychologic status of patients with chest
pain with normal coronary arteries or ischemic heart dis-
ease. Am Heart | 2001, 142:63-71.

Christensen HW, Vach W, Gichangi A, Manniche C, Haghfelt T,
HOilund-Carlsen PF: Cervicothoracic angina identified by case
history and palpation findings in patients with stable angina
pectoris. | Manipulative Physiol Ther 2005, 28:303-311.

Christensen HW, Vach W, Gichangi A, Manniche C, Haghfelt T,
Hgilund-Carlsen PF: Manual therapy for patients with stable
angina pectoris: a nonrandomized open prospective trial. |
Manipulative Physiol Ther 2005, 28:654-661.

Campeau L: Letter: Grading of angina pectoris. Circulation 1976,
54:522-523.

The Criteria Committee of the New York Heart Association:
Nomenclature and Criteria for Diagnosis of Diseases of the
Heart and Great Vessels. 9th edition. Boston MLB&C;
1994:253-256. 1994 Revisions to Classification of Functional Capacity
and Objective Assessment of Patients With Diseases of the Heart.
http://www.americanheart.org/presenter.jhtml?identifier=1712. 2007.
18-10-2007

Page 9 of 10

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7064236
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7064236
http://hjf1.inforce.dk/graphics/Hjerteforeningen-dk/forfagfolk/Hjertestatistik2004/Hjertestatistik2004.pdf
http://hjf1.inforce.dk/graphics/Hjerteforeningen-dk/forfagfolk/Hjertestatistik2004/Hjertestatistik2004.pdf
http://hjf1.inforce.dk/graphics/Hjerteforeningen-dk/forfagfolk/Hjertestatistik2004/Hjertestatistik2004.pdf
http://www.cdc.gov/nchs/data/ad/ad372.pdf
http://www.cdc.gov/nchs/data/ad/ad372.pdf
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10573486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10573486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11448403
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11448403
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11448403
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12975245
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12975245
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12975245
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15645395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15645395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7421961
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7421961
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7421961
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6731285
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6731285
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8926607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8926607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8926607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9012090
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9012090
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9012090
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10957931
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10957931
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11855389
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11855389
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12612112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12612112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8809520
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8809520
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8809520
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11989492
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11989492
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11989492
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12206127
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12206127
http://www.americanheart.org/downloadable/heart/1044991838085StableAnginaNewFigs.pdf
http://www.americanheart.org/downloadable/heart/1044991838085StableAnginaNewFigs.pdf
http://www.americanheart.org/downloadable/heart/1044991838085StableAnginaNewFigs.pdf
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16735367
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16735367
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16735367
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12858605
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12858605
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7954018
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7954018
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7954018
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11431658
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11431658
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11431658
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15965404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15965404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15965404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16326234
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16326234
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=947585
http://www.americanheart.org/presenter.jhtml?identifier=1712

BMC Musculoskeletal Disorders 2008, 9:40

30. PereraR, Heneghan C, Yudkin P: Graphical method for depicting
randomised trials of complex interventions. BM| 2007,
334:127-129.

31. Bjorner |B, Damsgaard MT, Watt T, Groenvold M: Tests of data
quality, scaling assumptions, and reliability of the Danish SF-
36. | Clin Epidemiol 1998, 51:1001-1011.

32. Bjorner B, Kreiner S, Ware JE, Damsgaard MT, Bech P: Differential
item functioning in the Danish translation of the SF-36. | Clin
Epidemiol 1998, 51:1189-1202.

33. Westaway M, Stratford PW, Binkley J: The patient specific fun-
tional scale: Validation of its use in people with neck dysfunc-
tion. | Orthop Sports Phys Ther 1998, 27:331-338.

34. Broadbent E, Petrie K], Main ], Weinman J: The brief illness per-
ception questionnaire. | Psychosom Res 2006, 60:631-637.

35. EuroQol-a new facility for the measurement of health-
related quality of life. The EuroQol Group. Health Policy 1990,
16:199-208.

36. Brazier ], Deverill M, Green C: A review of the use of health sta-
tus measures in economic evaluation. | Health Serv Res Policy
1999, 4:174-184.

37. Breiman L, Friedman J, Olshen R, Stone C: Classification and regression
trees Belmont, California: Wadsworth; 1984.

38. Stochkendahl M), Christensen HW, Hartvigsen ], Vach W, Haas M,
Hestbaek L, Adams A, Bronfort G: Manual examination of the
spine: a systematic critical literature review of reproducibil-
ity. | Manipulative Physiol Ther 2006, 29:475-85.

39. Norman GR, Stratford P, Regehr G: Methodological problems in
the retrospective computation of responsiveness to change:
the lesson of Cronbach. | Clin Epidemiol 1997, 50:869-879.

40. Sorensen LP, Stochkendahl MJ, Hartvigsen ], Nilsson NG: Chiro-
practic patients in Denmark 2002: an expanded description
and comparison with 1999 survey. | Manipulative Physiol Ther
2006, 29:419-424.

41. Hesse B, Tagil K, Cuocolo A, Anagnostopoulos C, Bardies M, Bax J,
Bengel F, Busemann Sokole, Davies G, Dondi M, Edenbrandt L,
Franken P, Kjaer A, Knuuti J, Lassmann M, Ljungberg M, Marcassa C,
Marie PY, McKiddie F, O'Connor M, Prvulovich E, Underwood R, van
Eck-Smit B: EANM/ESC procedural guidelines for myocardial
perfusion imaging in nuclear cardiology. Eur | Nucl Med Mol
Imaging 2005, 32:855-897.

42. Germano G, Kavanagh PB, Berman DS: An automatic approach to
the analysis, quantitation and review of perfusion and func-
tion from myocardial perfusion SPECT images. IntJ Card Imag-
ing 1997, 13:337-346.

43. An approach to the Interpretation and Reporting of Gated
Myocardial Perfusion SPECT. Clinical Gated Cardiac SPECT. New
York 1999:155-158.

44. Johansen A, Hgilund-Carlsen PF, Christensen HW, Vach W, Jor-
gensen HB, Veje A, Haghfelt T: Diagnostic accuracy of myocar-
dial perfusion imaging in a study population without post-
test referral bias. | Nucl Cardiol 2005, 12:530-537.

Pre-publication history

The pre-publication history for this paper can be accessed
here:

http://www.biomedcentral.com/1471-2474/9/40/prepub

http://www.biomedcentral.com/1471-2474/9/40

Publish with BioMed Central and every
scientist can read your work free of charge

"BioMed Central will be the most significant development for
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
« available free of charge to the entire biomedical community
« peer reviewed and publishedimmediately upon acceptance
« cited in PubMed and archived on PubMed Central
« yours — you keep the copyright

Submit your manuscript here:

O BioMedcentral
http://www.biomedcentral.com/info/publishing_adv.asp

Page 10 of 10

(page number not for citation purposes)



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17235093
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17235093
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9817118
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9817118
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9817118
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9817137
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9817137
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9580892
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9580892
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9580892
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16731240
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16731240
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10109801
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10109801
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10538884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10538884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904495
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904495
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904495
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9291871
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9291871
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9291871
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16904487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15909197
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15909197
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9306148
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9306148
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9306148
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16171712
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16171712
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16171712
http://www.biomedcentral.com/1471-2474/9/40/prepub
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Methods/Design
	Discussion
	Trial registration

	Background
	Methods/Design
	Study population
	Inclusion/exclusion criteria
	Baseline measurements
	MPS
	RCT
	Randomization
	Treatments
	Therapy group
	Advice group

	Outcome measures
	Primary outcome measures in the RCT
	Secondary outcome measures

	Predictors of outcomes
	Health care cost/Cost-effectiveness analysis
	Data analyses
	Diagnostic study
	Randomized controlled trial
	Cost-effectiveness analysis


	Discussion
	Diagnostic part
	Outcome measures
	Interventions

	Competing interests
	Authors' contributions
	Appendix 1
	Myocardial Perfusion Scintigraphy (MPS)

	Acknowledgements
	References
	Pre-publication history

