Toftegaard et al. BMC Family Practice (2017) 18:44

DOI 10.1186/512875-017-0607-3 BM C Fam i |y Pra Ctice

Impact of a continuing medical education ® e
meeting on the use and timing of urgent

cancer referrals among general

practitioners - a before-after study

Berit Skjgdeberg Toftegaard**", Flemming Bro'~, Alina Zalounina Falborg'** and Peter Vedsted'*

Abstract

Background: Detection of cancer in general practice is challenging because symptoms are diverse. Even so-called
alarm symptoms have low positive predictive values of cancer. Nevertheless, appropriate referral is crucial. As 85%
of cancer patients initiate their cancer diagnostic pathway in general practice, a Continuing Medical Education meeting
(CME-M) in early cancer diagnosis was launched in Denmark in 2012. We aimed to investigate the effect of the CME-M
on the primary care interval, patient contacts with general practice and use of urgent cancer referrals.

Methods: A before-after study was conducted in the Central Denmark Region included 396 general practices, which
were assigned to one of eight geographical clusters. Practices were invited to participate in the CME-M with three-week
intervals between clusters. Based on register data, we calculated urgent referral rates and patient contacts with general
practice before referral. Information about primary care intervals was collected by requesting general practitioners to
complete a one-page form for each urgent referral during an 8-month period around the time of the CME-Ms. CME-M
practices were compared with non-participating reference practices by analysing before-after differences.

Results: Forty percent of all practices participated in the CME-M. There was a statistically significant reduction
in the number of total contacts with general practice from urgently referred patients in the month preceding
the referral and an increase in the proportion of patients who waited 14 days or more in general practice from the
reported date of symptom presentation to the referral date from before to after the CME-M in the CME-M
group compared to the reference group.

Conclusions: We found a reduced number of total patient contacts with general practice within the month
preceding an urgent referral and an increase in the reported primary care intervals of urgently referred patients in the
CME-M group. The trend towards higher urgent referral rates and longer primary care intervals may suggest raised
awareness of unspecific cancer symptoms, which could cause the GP to register an earlier date of first symptom

presentation. The standardised CME-M may contribute to optimising the timing and the use of urgent cancer referral.
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Background

Danish cancer patients have lower survival and more ad-
vanced disease stages at treatment initiation than many
other European countries [1, 2]. The ability among gen-
eral practitioners (GPs) to interpret and respond to
symptoms plays a pivotal role in cancer detection as 85%
of all cancer patients initiate their diagnostic pathway in
general practice [3, 4]. Increasing evidence suggests that
prompt referral from general practice matters [5-7], and
a UK study found that a high propensity to use urgent
referrals was associated with better survival of cancer
patients [8].

Cancer detection in general practice is, however, a
challenging task. The symptoms of cancer are diverse,
they develop over time, and they tend to mimic symp-
toms of trivial and common conditions [9]. Some symp-
toms are unspecific, e.g. fatigue and weight loss. Others
are considered to be alarm symptoms [10] although they
have a low positive predictive value of cancer of only 2-
10%, depending on age, gender and cancer type [11-13].
Danish cancer patients have increased visits in general
practice already six months before the diagnosis [14],
and one in four waits for more than 20 days in general
practice until referral [4, 15]. Consequently, there may
be room for improvements.

To support the GPs’ decision strategies for referral, a spe-
cific Continuing Medical Education meeting (CME-M) was
developed and implemented as part of the Danish National
Cancer Plan III in 2012 [16]. The developed CME-M con-
sisted of central elements for cancer detection in primary
care [17]. So far, the initial evaluation has shown that the
CME-M has affected the knowledge among GPs on cancer
diagnosis and their attitude towards own role in cancer de-
tection. The CME-M also lowered the GPs’ assessed risk of
cancer in urgently referred patients [18]. Yet, we need to
explore whether the change in GPs’ knowledge and attitude
was translated into a behavioural change.

The aim of this study was to investigate the effect of
the CME-M on the use of urgent cancer referrals by
investigating urgent referral rates and the timing of
urgent referrals in terms of length of primary care
interval and number of patient contacts with general
practice before referral.

Methods

The setting of the study was the Central Denmark Region
with approx. 1.3 million inhabitants and 8,000 new cancer
patients annually [19]. The Danish healthcare system is
tax-funded with free access for citizens to medical advice
and treatment in general practice and hospitals. More
than 98% of the Danish citizens are listed with a specific
general practice, which they must consult for medical ad-
vice. GPs serve as gatekeepers to specialised care, such as
diagnostic investigations and hospital care [20]. In order
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to ensure consistency in the GPs’ selection of patients for
urgent cancer referrals, national referral guidelines were
made for each cancer fast-track pathway [21, 22]. As an
example, the referral guideline for colorectal cancer state
that cancer should be considered if a patient above
40 years of age presents at least one of the following
symptoms: visible rectal bleeding, discharge of mucus or
changes in bowel habits or stools for a four-week period,
iron-deficiency anaemia and unspecific symptoms as pain
or weight loss [21]. All Danish citizens have a civil per-
sonal registration (CPR) number, which enables linkage of
information at the individual level between national regis-
tries and allows identification of the practice at which each
citizen is listed [23].

Design

We conducted a before-after study with a stepwise en-
rolment of GPs in the CME-Ms [17]. All practices in the
Central Denmark Region were allocated to one of eight
clusters by exploiting the already existing municipal
units. The Regional Cancer Quality Unit assigned the
random order in which all GPs (practices) in the cluster
were offered the CME-M at 3-week intervals within the
period 1 September 2012 to 1 May 2013 (Fig. 1). GPs
were registered if they participated in the CME-M [17].

Intervention: continuing medical education meeting

The content of the CME-M was developed through a
comprehensive process, which has been described previ-
ously in detail [17]. The CME-M provided the GPs with
new knowledge on symptoms of cancer and presented
risk assessment tools (RATs) for lung, colorectal, ovarian
and prostate cancer [13, 24]. Use of investigations and
reasons for missed opportunity [25, 26] were discussed
in terms of risk of false reassurance [27, 28]. Mecha-
nisms affecting referral thresholds were debated based
on patient cases [29].

Outcomes

Use of urgent referrals was operationalised as: 1) urgent re-
ferral rate per GP (i.e. number of urgently referred patients
during six months per GP in the practice) and 2) urgent re-
ferral rate per 1000 patients in the practice (i.e. number of
urgently referred patients during six months per 1000 listed
patients aged =40 years in the practice). Timing of urgent
referrals was operationalised as: 1) prior contacts (i.e. num-
ber of daytime contacts with general practice from urgently
referred patients before referral) and 2) primary care
interval (i.e. number of days from first presentation in gen-
eral practice until urgent referral to secondary care) [30].

Practice population
The practices were identified in the Danish provider
number registry. The number of included practices
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Fig. 1 Time periods used for classifying patient populations. The cluster-specific time period used for identifying urgently referred patients in the
primary care referral database (light boxes = time before CME-M; dark boxes = time after CME-M). The method at the top was applied for evaluating
CME-M effect on referral rates and patient contacts with general practice. The method at the bottom was used for evaluating CME-M effect on primary

6 Time scale for cluster 1 (months)

depended on the outcome to be measured. For urgent
referral rates, practices were included if registered from
six months before to six months after their CME-M
date. For prior contacts, practices were included if regis-
tered from 18 months before to six months after their
CME-M date. For primary care interval, practices were
included if registered in the period from 1 September
2012 to 1 May 2013 provided that they had completed
one-page forms (Additional file 1).

Patient populations

The urgently referred patients were identified by apply-
ing an algorithm, which was developed for the purpose,
to the primary care referral database [31]. The algorithm
had a sensitivity of 93.6%, a specificity of 97.3%, a posi-
tive predictive value of 83.6% and a negative predictive
value of 99.0% for identifying urgently referred patients
aged > 40 years without prior cancer among all referred
patients aged > 40 years [31].

For urgent referral rates, patients were included if: 1)
identified by the algorithm, 2) referred from an included
practice from six months before until six months after
the CME-M date of the practice, 3) age > 40 years and 4)
no prior cancer.

For prior contacts, patients were included on the same
criteria as above. Furthermore, they were also required
to have been listed with the same practice for one year
prior to the referral date.

For primary care interval, patients were included if: 1)
identified by the algorithm, 2) referred from an included
practice from 1 September 2012 to 1 May 2013, 3) age >
40 years, 4) no prior cancer and 5) receipt of one-page
form stating the date of first symptom presentation and
the date of referral.

Patients already diagnosed with cancer were excluded
based on data in the Danish Cancer Registry [32] regis-
tered in accordance with the International Classification of
Diseases, 10™ revision: C0-C9, except for non-melanoma
skin cancer (C44) [33].

Variables
Patient contacts with general practice were obtained
from the Danish National Health Service Register [34].
The registration is based on fee-for-service remuneration
of the providing GP, and the records in this registry are
generally considered highly complete [35]. We used two
variables: 1) face-to-face (F2F) contacts and 2) total con-
tacts, which included F2F, phone and e-mail contacts.
Date of first presentation of symptom in general prac-
tice and date of referral were collected by requesting
GPs to complete a one-page form including the patient’s
CPR number each time a patient was referred for sus-
pected cancer during an 8-month period around the
CME-Ms (1 September 2012 to 1 May 2013) (Fig. 1)
[17]. Furthermore, in the hospital patient administrative
system, patients registered as investigated as part of an
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urgent referral were identified every other week. If the
one-page form was missing, the relevant GP was re-
quested to complete a form and to specify the patient’s
route to investigation. This was done to increase the
completeness of data for urgently referred patients.

The development, pilot-testing, coding and data trans-
fer of the forms have been reported elsewhere [17].

Age and gender distribution of the patient population
for each practice was obtained from the patient list sys-
tem on 1 January 2013.

The Danish Deprivation Index (DADI), which is used
to adjust for differences in socioeconomic factors, was
calculated based on data from the Integrated Database
for Labour Market Research [36]. The DADI has a value
between 10 and 100; the higher the number, the more
deprived population. The variables used were: (i) propor-
tion of adults aged 20—59 years with no employment, (ii)
proportion of adults aged 25-59 years with no profes-
sional education, (iii) proportion of adults aged 25-59
years with low income, (iv) proportion of adults aged
18-59 years receiving public welfare benefits (transfer
payments or social security benefits), (v) proportion of
children from parents with no education and no profes-
sional skills, (vi) proportion of immigrants, (vii) propor-
tion of adults aged 30+ years living alone and (viii)
proportion of adults aged 70+ years with low income
(= the lowest national quartile).

A modified Charlson Comorbidity Index score [37] was
obtained for each referred patient by using data from the
Danish National Patient Register with the referral date as
the index date [38]. We divided the comorbidity scores
into “none” (no recorded disease), “moderate” (score of 1
or 2) and “high” (score of 3 or more) [15].

The suspected cancer type stated at the one-page form
was divided into two groups of cancer detection diffi-
culty based on the available evidence [39]. Cancers con-
sidered easier to detect included suspected cancer in
kidney, bladder, breast, head and neck, female genitalia,
nevus (melanoma), penis, testis and gastrointestinal sys-
tem, whereas cancers considered harder to detect included
suspected cancer in pancreas, liver and gall bladder, brain,
lymph node and bone marrow, lung, prostate, connective
tissue including fat, muscle and bones, and suspicion
based on unspecific serious symptoms.

Statistical analyses

Practices were divided into two groups: practices with at
least one CME-M-participating GP (“CME-M practices”)
and practices without any CME-M-participating GPs
(“reference practices”).

The time point for a CME-M session for each cluster
was defined as the point that separated the time of obser-
vation in “before CME-M” and “after CME-M” (Fig. 1).
The data collected before and after the CME-M provided
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paired responses for each outcome. The practice and pa-
tient populations were described by their characteristics.

Urgent referral rates were indirectly age-sex standar-
dised as we used the full patient population in the Central
Denmark Region as standard population divided into ten-
year age groups (40—49, 50-59, etc.).

The CME-M effect on urgent referral rates was ana-
lysed using mixed-effects negative binomial regression
[40] with a random effect associated with the intercept
for each practice to make comparisons before and after
CME-M within and between groups. The model allowed
dealing with repeated observations on practice level. The
time of observation (before and after CME-M) was treated
as a fixed-effect variable. In the analysis of urgent referral
rates per GB, the number of GPs per practice was treated
as an exposure variable. The effects within groups were
reported as incidence rate ratios (IRRs). Comparison of ef-
fects between groups was reported as a ratio of the IRRs.
The analyses were adjusted for cluster, type of practice
(single-handed/partnership) and DADI index. A single-
handed practice was defined as a practice with only one
GP. A stratified analysis was performed on practice type.

Prior contacts were measured in different time inter-
vals: 0—1 month, 0-3 months and 4-6 months preced-
ing referral. The number of contacts during the 7-12
months preceding referral was calculated to estimate an
average habitual contact rate per month for each patient.

The CME-M effect on prior contacts was analysed
using mixed-effects negative binomial regression with a
random effect associated with the intercept for each
practice and time of observation as a fixed-effect variable
to make comparisons before and after CME-M within
and between groups while adjusting for patient cluster-
ing in the practices. The results were reported as IRRs
or a ratio of the IRRs. Due to convergence problems for
F2F within the last month preceding the referral, the
analysis was based on ordinary negative binomial regres-
sion applying cluster robust variance at practice level.

For the 10% of patients with most frequent contact,
the number of F2F contacts and total contacts were
dichotomised based on the 90™ percentile (number of
contacts within 0—1 month was 4 for F2F and 5 for total
contacts). A mixed-effects logistic regression [41]
allowed for random effects at practice level, and the ob-
servation time (before and after) was treated as a fixed-
effect variable. The effects were reported as odds ratios
(ORs) for having most contacts within groups and ratio
of the ORs between groups.

The analyses were adjusted for cluster, practice type,
patient gender, age, habitual monthly contact rate and
comorbidity. Furthermore, a stratified analysis on prac-
tice type was performed.

The primary care intervals were calculated as me-
dians, 75" and 90" percentiles. We dichotomised the
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intervals based on the 75™ and 90™ percentiles from be-
fore the CME-M. Comparisons within and between
groups were estimated with mixed-effects logistic regres-
sion with a random effect associated with the intercept for
each practice adjusting for patient clustering in the prac-
tices. The results were reported as ORs or a ratio of the
ORs. The analyses were adjusted for cluster, practice type,
patient gender, age, co-morbidity and cancer detection dif-
ficulty. Furthermore, stratified analyses were performed
on cancer detection difficulty and type of practice.

The statistical software Stata 13.0 (StataCorp LP, TX,
USA) was used for the analyses [42].

Results

Study population

A total of 148 of the 396 general practices (37.4%) par-
ticipated in the CME-M (Table 1). Compared to the ref-
erence practices, the CME-M practices were more often
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partnership practices, the GPs were slightly younger and
more often female, the practice population size per GP
was lower, the practice population consisted of fewer
male and slightly less deprived patients (Tables 1 and 2).

The patients used for calculation of the primary care
interval were included by 139 CME-M practices and 199
reference practices (Table 3).

Impact of CME-M on urgent referral rates

The CME-M was associated with a two-fold relative rise
in urgent referral rates per GP when comparing CME-M
practices with reference practices. Within the CME-M
group, this increase was statistically significant (IRR:
1.05 (95% CI: 1.01;1.08) (Table 4). Each CME-M practice
referred one patient more per 1000 patients in their
underlying practice population during the 6-month
period after the CME-M compared to before; this in-
crease was three times higher than the increase in

Table 1 Characteristics of practices, GPs and patients used for CME-M impact on urgent referral rates

Reference group CME-M group
Study base, Practices, N 248 148
Proportion of solo practices (95% Cl) 0.60 (0.54:0.66) 0.30 (0.23:0.38)
GPs per practice, mean (range) 1.72 (1-5) 2.60 (1-10)
GPs, N 425 385

Proportion of males (95% Cl)
Mean age (95% Cl)

0.59 (0.54,0.64)
526 (51.7,534)

Underlying practice populations, N 661,805
Mean list size, patients = 40 yrs. per practice 1353
Mean list size, patients = 40 yrs. per GP in practice 787

Proportion of male patients aged =40 yrs. (95% Cl)
Age groups (yrs.), proportion of all patients ((%)(95% Cl))

0.50 (0.49;0.50)

048 (0.43;0.53)
51.6 (50.8,52.4)
570,926

1920

738

0.48 (0.47;0.49)

499 (484; 51.3)

0-39 486 (47.4;49.9)
40-49 1(138;144)
50-59 134 (13.0,13.7)
60-69 12,5 (12.0,12.9)
70-79 73 (6.9;7.6)
80-90 35(33;37)
Above 90 0.76 (0.7; 0.8)

Mean DADI index (95% Cl)
Referred patients (age =40 yrs.)

Proportion of males (95% Cl)
Mean age (95% Cl)
Comorbidity® (%)

None

Medium

High

269 (25.9,27.8)
Before CME-M, N = 8,388

047 (0.45,0.48)
63.0 (62.7,63.3)

755
209
36

After CME-M,
N=28534

045 (0.44;0.46)
63.1 (62.9,634)

74.8
213
39

(

14.0 (13.7,14.4)
12.7 (12.213.1)
12.1 (11.6,12.6)
72 (6.8;7.6)
34 (32 36)
0.73 (0.7; 0.8)
255 (24.4;26.5)

Before CME-M,
N=7579

044 (0.43;0.46)
62.6 (62.3,62.9)

76.2
19.9
39

After CME-M,
N=7942

044 (0.43;0.45)
62.8 (62.5:63.1)

75.2
210
38

Abbreviations: CME-M continuing medical education meeting, GP general practitioner, C/ confidence interval; yrs., years, DADI Danish Deprivation Index
“Comorbidity scores were divided into “none” (no recorded disease),” moderate” (score of 1 or 2) and “high” (score of 3 or more)
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Table 2 Characteristics of practices, GPs and patients used for CME-M impact on patients’ prior contacts

Reference group CME-M group
Practices, N 240 144
Proportion of solo practices (95% Cl) 0.60 (0.54;0.66) 0.29 (0.22,0.37)
GPs per practice, mean (range) 1.73 (1-5) 263 (1-10)
GPs, N 415 377

0.60 (0.55;0.64)
529 (52.0,53.7)

Proportion of males (95% Cl)
Mean age (95% Cl)
Referred patients (age =40 yrs.), N
046 (0.45,047)
63.1 (62.8,634)

Proportion of males (95% Cl)
Mean age (95% Cl)
Comorbidity (%)?

None 759
Medium 20.7
High 34

Mean habitual F2F monthly contact rate® (95% Cl) 060 (0.58,0.61)

Mean habitual total monthly contact rate® (95% Cl) 1.05 (1.03;1.08)

Before CME-M, N = 7,659 After CME-M, N= 7,731

048 (0.43,0.53)

51.7 (50.9,52.5)

Before CME-M, N= 7,121 After CME-M, N= 7417
044 (0.43,046) 044 (043,045)

62.7 (62.4:63.0) 62.9 (62.6,63.2)

046 (0.45,047)
63.2 (62.9,63.5)

753 764 757
21.1 19.8 208
36 38 36

0.57 (0.56;,0.59)
1.02 (1.00;1.05)

0.61 (0.59,0.62)
1.07 (1.05;1.10)

0.60 (0.58,0.61)
1.04 (1.01;1.06)

Abbreviations: CME-M continuing medical education meeting, GP general practitioner, C/ confidence interval; yrs., years, DADI Danish Deprivation Index, F2F face-to-face
#Comorbidity scores were divided into “none” (no recorded disease), “ moderate” (score of 1 or 2) and “high” (score of 3 or more)
PMean habitual monthly contact rate: average contacts per month based on number of contacts 7-12 months preceding referral for each patient

reference practices (Table 4). When we stratified on
practice type, the partnership practices who participated
in the CME-M increased their wurgent referral rate per
GP (IRR: 1.06 (95% CI: 1.02;1.10) and their urgent refer-
ral rate per 1000 patients (IRR: 1.06 (95% CI: 1.01;1.12)
from before to after the CME-M.

Compared with the reference practices, none of these
findings were statistically significant (Table 4). Note that
the stratified analyses on practice type showed a higher
use of urgent referrals among CME-M-participating
single-handed practices compared to non-participating
single-handed practices (Table 4).

Impact of CME-M on prior contacts

There was a statistically significant reduction in the
number of total contacts within the last month before
referral in the CME-M group compared to the reference
group (IRR-ratio: 0.97 (95% CIL: 0.94;0.99)) (Table 5).
Note the tendency that the proportion of patients con-
tacting the most in terms of total contacts decreased
from before to after in the CME-M group (OR-ratio:
0.90 (95% CI: 0.86;1.02)) (Table 5).

Impact of CME-M on primary care intervals

The proportion of patients who waited 14 days or more
in the CME-M practices statistically significantly in-
creased from before to after the CME-M compared to
the reference practices (OR-ratio: 147 (95% CI:
1.06;2.03)) (Table 6). This was also seen as a tendency
for other estimates although these figures were not sta-
tistically significant. When we stratified on cancer

detection difficulty, no statistically significant differences
were found in the primary care intervals (Table 6).

Sensitivity analyses

When we excluded patients urgently referred within one
or two months after the CME-M date, the CME-M effect
on urgent referral rates and prior contacts did not differ
considerably from the main results (Additional file 2).

Discussion
Main findings
Forty percent of general practices participated in the
cancer diagnostic CME-M. Increased use of urgent refer-
rals was found in the CME-M group from before to after
the CME-M. However, this increase was only small in
absolute numbers and was not statistically significantly
different from the figures for the reference group. Com-
pared with the reference group, the CME-M seemed to
reduce the number of total contacts with general prac-
tice in the CME-M group during the last month before
the urgent referral. Furthermore, the proportion of pa-
tients with more than five contacts in total during the
last month decreased in the CME-M group; together this
indicates a lower referral threshold.

The CME-M was associated with an increase in the re-
ported primary care intervals.

Strength and limitations

The before-after design allowed us to perform a robust
evaluation with corrections for baseline measures of a
natural experiment. We controlled for calendar time by
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Table 3 Characteristics of practices, GPs and patients used for CME-M impact on patients’ primary care interval
Reference group CME-M group
Practices, N (proportion of study base %) 199 (82.9%) 139 (93.9%)
Proportion of solo practices (95% Cl) 0.53 (0.46;0.60) 0.26 (0.19;0.35)
GPs per practice, mean (range) 1.85 (1-5) 266 (1-10)
GPs, N 369 370
Proportion of males (95% Cl) 0.57 (0.52,062) 0.47 (0.42:0.53)
Mean age (95% Cl) 52.1(51.2,53.0) 514 (50.6,52.2)
Total referred patients during 8 months (age = 40 yrs) Before CME-M, After CME-M, Before CME-M, After CME-M,
N=5,749 N =4,607 N=4935 N=5303

Proportion of males (95% Cl)
Mean age (95% Cl)
Comorbidity (%)

None 753
Medium 20.7
High 40

Referred patients with known primary care intervals

(age = 40 yrs.) (Response (%)) N=1227

(21.3%)
Proportion of males (95% Cl)
Mean age (95% Cl)
Comorbidity? (%)

None 76.7

Medium 19.7

High 36
Cancer detection difﬁcultyb (%)

Easier to detect 72.2

Harder to detect 23.1

Missing information 46

046 (0.45,047)
62.8 (62.5/63.1)

Before CME-M,

0.52 (0.49,0.55)
64.9 (64.2,65.6)

045 (0.44;047)
63.0 (62.6,63.4)

044 (043;0.46)
62.5 (62.1,62.8)

044 (043;0.46)
62.8 (62.5,63.2)

747 75.8 74.8

213 19.9 212

40 43 39

After CME-M, Before CME-M, After CME-M,
N=753 N =990 N=1,102
(16.3%) (20.0%) (20.8%)

0.54 (0.50,0.57)
64.5 (63.6,65.3)

0.48 (045,0.51)
64.5 (63.8,65.3)

047 (0.44;0.50)
64.8 (64.1,65.5)

754 76.1 756
202 20.1 210
44 38 34
684 69.2 70.2
254 264 249
6.2 44 49

Abbreviations: CME-M continuing medical education meeting, GP general practitioner, C/ confidence interval; yrs., years

2Comorbidity scores were divided into “none” (no recorded disease), “ moderate” (score of 1 or 2) and “high” (score of 3 or more)

PThe suspected cancer was divided based on cancer detection difficulty: 1) easier to detect included kidney, bladder, breast, head and neck, female genitalia,
nevus (melanoma), penis, testis and gastrointestinal and 2) harder to detect included unspecific symptoms, pancreas, liver and gall bladder, brain, lymph node
and bone marrow, lung, prostate and connective tissue, including fat, muscle and bones

comparing CME-M group and reference group and by
including the stepwise enrolment of GPs in the CME-M
into the modelling of data, which diminished the influ-
ence of increasing cancer-related knowledge over time.

Another strength was the well-defined and well-
described study population and the valid identification
of the individuals listed with the studied practices. Add-
itionally, we were able to link selected information on all
included individuals to relevant register data at the indi-
vidual level.

The main limitation of this study was the natural se-
lection to participate in the CME-M. Participating prac-
tices and GPs differed from non-participating practices
and GPs, particularly single-handed practices differed on
the use of urgent referrals (Table 4). This indicates that
CME-M participating practices cannot be directly
compared to non-participating practices. The CME-M

practices had a higher use of urgent referrals among
1000 patients at baseline; this indicates that their poten-
tial for improvement was lower than for the entire study
base, which may have underestimated the effect of the
CME-M. However, the true direction of such bias is dif-
ficult to establish.

The use of the referral algorithm allowed us to base
the identification of urgently referred patients on register
data [31]. We have no reason to believe that patients
from CME-M practices had different chances of being
identified by the algorithm than patients from reference
practices. On the contrary, the patient population used
for the evaluation of the CME-M effect on the primary
care interval required that the referring GP completed
the one-page form about the urgently referred patient.
The CME-M practices were more likely to complete one-
page forms (Table 2), whereas the reference practices lost



Page 8 of 13

Toftegaard et al. BMC Family Practice (2017) 18:44

S0'0 > d Jo [9A3] @duedIubIS = pjog

2dA1 aonoeud uoy paisnipe ‘uonippe uj,

xapul uoneaudaq ysiueq pue 13isn|> 10y paisnipy,
pasipiepuels xas-abe Ajpdaaipul,

|eAISIUL SDUSPHUOD [D ‘Ol3el d)el DUIPIUI YY)/ “4auonideld [e1susb 4o ‘Buiesu UoieINPS [edIPaW BUINUIUOD W-JND SUOLDIAIGQY

SOljeJ 91kl 9OuUspIdUl BY3 JO Ollel 9y} se UMOoys ale sdnolb

udamiaq suospedwod “(dnoib N-JND : LYYl ‘dnoib 9oua19)9Y :0YY|) Okl 91 dUSPIdUI Ue Se UMOYS S| dnoib e uiyum 10943 ay| "adA) ad130eid UO pPalyiells Jayuny aie sajel (el 9y ‘dnolb aduai9sel pue dnoib
W-3IND 01Ul P3PIAIP aJe sadndeld “ad1deld ayl ul 4o Jad pue adndeid Jad (‘sih o < 9be) susned 0oL 10} umoys aie ‘AjAndadsal ‘W-JIND 491 pue 210J2q SYIUOW 9 I0J SR [elId)a) pasipiepuels xas-abe Aj1dalipul

0870 (Cl'L'£6'0) ¥O'L 8C 6L00 (ZL'L'L0L)90°L A 6'8¢C Tl /SV0 (80'LL60) TO'L 90 6'9¢ €9z ueaw ‘syusped 001 4od 18 [elispRy
5010 (0L'L'6610) ¥O'L 0¢ Tooo (0L'L'zo'L) 90°L al (44 06l 0vS0 (S0'L£60) COL %0 €61 68l uesw ‘4o Jad ,a1el [eusgRY
(sdD) sedndeid N
- - - - (or€) €0l - (9/2) 66 ‘soonoeld diysiauiied
/950 (60'1°980) 60 0/= 9¢90 (80'1'88°0) 860 £0— [4°74 697 €9/0 (L01'S60) LOL L0 1274 ¥z uesw ‘susined 0o0| Jod lel [eus)ey
9950 (80'1980) /60 STO— 96/0 (60'1'68°0) 660  L'0— 6'€C 0¥C 18¥0 (80'1960) CO'L ¥0O LT €lc ueaw ‘4o Jad ,alel [enafey
(sdD) sodndeld N
- - - - (St) S - (6¥1) 671 'sonoeid papuey-3|6uls
570 (80'1'£610) 5CO'L €e LLIo  (80L'660) 5kl Ol 1'8¢ L'/T sev0 (S01'8610) 5L0L €0 (274 0'G¢  ueaw ‘syuaned OO0l 4od Bes [eliaRy
v1T0 (80°1'86°0) 5€0L 0C 6000 (80°L:L0°L)-SO'L 80 ¥ 90C 9l€0 (S0'1'860) 5cO'L  ¥0 80¢ ¥'0C uesul ‘g9 Jad a1el [elsey
- - - - (58¢€) 8L - (Sev) 8w (sdo) sednoeid N ‘exep |y
(ID %s6)
d qOddl/Lddl  0vV/LV d (ID %56) qladl LV d (D %S6) (0d4l OV
1oye 'sA 2104eg  W-FND J9HY  IN-IIND 210499 Joje 'SA 210499 W-IND 49V N-FIND 910499

sdnolb usamiag uosueduod)

dnoib W-3nD

dnoib aouai)ey

S8 |eaidyal Juabin uo 1oedwil N-3ND YL b dlqel



Page 9 of 13

Toftegaard et al. BMC Family Practice (2017) 18:44

50'0 > d Jo |9A3] @duedubis = pjog

S19BIUOD [B10] U0} PUE SIIBIUOD {74 JOJ BIEP ||B UO Paseq 3|Hud 06,

Xapu| Aupiguowo) uospey) ‘4apuab pue sbe Juaned aisn|d oy parsnipy

xapu| AIpigiowo) uos|iey) ‘ales 10e3U0D [enligey pue Japuab ‘abe sjusned ‘adA1 sondeid 1SN 1oy parshipy,

$10e3U0d duoyd pue sjlew-d ‘S1OeIU0D 9e)-03-928) APN|IUI S}DLIUOD [BI0] "WOOI dWES Ul Judlied pue do YHUm S1DBIUOD SPN|PUl SIDRIUOD (474) 908J-03-9084

|eAIS3UI 9OUIPIUOD [D ‘Olel SPPO YO ‘Ol1el dle) SDUIPIDUL Yy ‘91.)-01-938) 474 ‘Buildaw uonesnpa [ed1paw BuiNuRuUod W-JND SUOCHDIAIQQY

SOl3es SPPO 4O Oljes e

se umoys ase sdnoib usamiaq suosuedwod pue ‘(dnolb W-JWD :LYO ‘dnoib aouaia)ey :0YO) ones sppo ue se umoys st dnoib e uiyum syuaned Buipusne 1sow sy Jo uoruodoid Syl UO 10949 dY] 'SOIIeI D1kl dUIPIUL
J0 ones e se umoys ase sdnoif usamiaq suosuedwod pue (dnoib W-JND :LYYI ‘dnoib aduB1a)9Y :0YY) Ol3el 1. dUIPIdUL Ue Se umoys si dnoib e ulyim 15349 3y ‘dnoib aduaiayal pue dnoib W-IND Ol PIPIAIP die
S9DIDRIJ ‘|RII9JR D10J3F YIUOW ISB| DY} UIYIM S}DBIUOD Jsow pey oym syuaned jo suoniodoid ayj se pue syuow 9- pue €—0 ‘L—0 :SPouad dwi} 931y} J0j S}ORIUOD [BI0} PUR 98)-0}-308) SB UMOYS Je S)ORIUOD IoHd

cLro (¢0'1'98°0) 060 8710 (¢O'1'98°0) ¥60 S/l g8l T440) (€1'1'S60) ¥O'L Ll 691 (%) 5§ < $1°RIUOD [RIO|.
Sv/0 (FL'1¥80) £610 1160 (LI'1'68°0) 6610 801 801 90 (PL'1'¢60) TO'L 70l 70l (%) 5¥ < $10PIOD 474
|eiaj21 Buipadaid yyuow
d (ID %S6) L040/140 d (ID %56) 14O d (ID %56) 040 ay3 ur spuaned BunoeIuod IS0
960 (CO1'€60) q£60 8¢10 (10'L ¥6°0) o£60 lce [T€ 0860 (YO'1'£6°0) 40O'L 1243 e syIuow 9—
LELO (101'S6°0) 8610 69¢0 (CO'1:£610) 6610 6LS Le's €€C0 (€O1'6610) LO'L LS LIS syuow €-0
61L0°0 (66°0-76°0) L6°0 ¥v0'0 (66°0-76°0) 860 /8T S6'C 6310 (€O1'6610) LO'L /8T 8¢ yuow |-0
(UBSWI) S10PIUOD |R10 |
€850 (O 1¥60) 6610 080 (€0'1'96°0) 6610 €8l 8l 9€S0 (SO'1'86°0) LO'L 18l &g Syuow 9—
/80 (€0'1£60) 00'L 0560 (cO'1'86°0) 00'L e €Ce 8980 (cO'1'86°0) 00'L 0ce e syuow €-0
S¢S0 (CO'1'96°0) 6610 0610 (10'1£610) 6610 06'L %'l 990 (co'1'86°0) 00'L 68’1 L'l yuow |-0
(UBSW) S10RPIUOD 474
d (ID %S6) L0ddl/LYdl d (ID %56) oL Yl d (ID %56) 04 $10PJUOD JOU(
LY e’z L€'t 659/
W-3ND N-3ND W-3ND W-3ND
sdnolb usamiaq uosieduwod) 131Je "SA 210499 JEMIY 210499 19)Je 'SA 210499 IEMIY 210499 syusned N
saonoeld p| =N saopoeid oz =N
dnoib W-3D dnoib asuai)ey

2onoeid [eiausb yum s1oe10D Joud siuaned uo 1edwi W-JIAD 24l § djqgel



Page 10 of 13

44

Toftegaard et al. BMC Family Practice (2017) 18

S0'0S d Jo [9A9] @duedliubis = pjog

siseq se dnoib yoea 104 pasn 21oM (N-FIND Y3 210§27) SIUBWAINSEIW dUIIdSeq JO sa|nuadRd 06 pue S/,

Aynoiyip uoid13p I3dURD J0) PRISipe ‘UolIppe U,
Aupiquowod pue abe “Japuab juaned ‘edAy adndeid 4sasnpd 1oy parsnipy,
|eAJa3ul 2DUSPUOD [ ‘Olel SPPO YO ‘Bunesw uonedNpa [edipaw buinuiuod W-FD ‘[eAdiul aied Arewnid [Dd :SU0DIAGIGQY
swoidwAs snopas dy1dads-uou pue ‘sauog pue PPsnw
‘Jey Buipn|dul anss1) dAIIdUUOD ‘aiesoud ‘Bun| ‘moriew auoq pue apou ydwi| ‘utelq 1appe|q |[eb pue JaAl| ‘seasdued ul Jadued pajdadsns papnidul 19319p 0) Japiey (7 pue [eulisajulonseb pue siisa) ‘siuad ‘(ewouejaw)

SNASU ‘elje)luab sjewd) H29u pue peay 1sealq Jappe|q ‘Asupny ul Jadued paldadsns papn|oul 10219p 03 Ja1sed (| :A}NdIIP UOIDR1SP JSdUed Uo paseq sdnoib om) ojul papIAlp aiam sadAy J9dued paydadsns ay|

soljel sppo JO oljel e se umoys ale

sdnoib usamiaq suosiedwo) “(dnoib N-JND :LYO ‘dnoib duai)9Y :0YO) Okl SPPO ue se umoys s dnoib e uiyum 19943 uy ‘dnoib a5uaia)as pue dnoab N-JWND 01Ul PIPIAIP die sadI1deId “AYNDIYIP UOIIIRIBP JddUed
uo payness osje aie sasAjeue ayL “W-JND Y3 Ja)e pue 210j3q [eA1alul dled Arewd 1sa6uo| ay1 pey oym spusiied Jo uoniodoid ayr pue djnuadIAd ;06 PUR G/ ‘UBIPIW SB PIINSEIW I9M S|eAIRIUI Bled Alewilid

5080 (65T8r0) LL'L 8v€0 OrTes0) ve'L LEL €01l 7850 (FE€TT90) 0T’ SlLL ol % ,2|us213d 06 SUI|Ise] Z |Dd
€S0 (1TT990) LT'L 0810 (80C£80) SE'L €0¢ L'SC €590 (6£1690) Tl'L JAST4 0sc 9% -9|nusdied (SZ Pull9seq < Dd
- - (08 '0¢) 8 (8510 L - (6£'80) S (12'590) £ (406 "(,S/ s3]1ua212d) shep uelpaw ‘|Dd
- - 244 19¢ - 161 8c salod N 12213p 01 pIoH
€5€0 (€1'T9L0) LTL h74] (LL1280) ¥T'L 6Ll [4e 8880 (#¥'1'990) 260 1oL SOl % -9|nusdied ;206 2ul]9seq < Dd
LoLo (¥6'L76°0) SE'L /810 (¢s1'ce0) 8Ll L6 cLe SYE0 (S1'1'99°0) £80 6'€C (474 % ~Ihuadi1ad ,G/ dulldseq 2 |Dd
- - (17 '6) 0 Se'2)0 - Se'N0 ¥€'8) 0 (;406 ",SZ s3]nus213d) sAep Uelpsu ‘|Dd
- - v/ 589 - (913 /88 s1uaibd N 12219p 01 J3Isp3
€850 (84'1°TL0) 4€L'L 910 (P£1260) LT L yd ¥ol €S0 (LS1'6L0) gCL'L 90l 1oL % ~2Ihuad1ad |06 dulldseq < [Dd
Lzo'0o (€0790°L) 4LV'L qSEL0 (6V'1'56°0) 61'L 6LC L'S¢ 6600 (FO'1'€90) 180 1474 8'S¢ % ,9|us21ad | G/ SuljEseq Z |Dd
- - €S @ v L - vt (€r'cl) L (1206 ';S2 s3|uBDIad) SAep ueIpaW ‘|Dd
- - o1l 066 - £/ i\ siuanod N '01op |y
d (ID %56) 040/1HO d (ID %56) 14O d (ID %56) 040

W-3WD N-3ND N-3ND N-3ND

19)Je "SA 210J9g 1RYY 210499 191e 'SA 91049 1Py 210j2g

saonoeld gEL =N saonoeld g6 =N

sdnolb usamiaq uosuedwod) dnoib W-3ND dnoib 2ouai9yay

(1IDd) [easo1ul a4ed Aewd syusied uo 1oedul IN-3ND 94l 9 djgel



Toftegaard et al. BMC Family Practice (2017) 18:44

compliance over time. We do not know whether this was
a differentiated non-response (e.g. in cases with long pri-
mary care intervals), but it could be the case as also indi-
cated by the paradoxical result. However, the proportion
of patients in the “harder to detect” group of referrals ac-
tually increased in the reference group after the CME-M
[39].

To investigate the reasons for the observed increase in
the primary care interval combined with an indication of
lowered referral threshold, we performed sensitivity ana-
lyses. These did not point towards a delayed effect of the
CME-M or a “cleaning up process” of patients who had
recently been seen in general practice because of unspe-
cific symptoms. The most likely explanation of our find-
ing is a change in the awareness of unspecific symptoms
among GPs in CME-M practices, which could have led
the GPs to report an earlier date of first symptom pres-
entation. Thus, the GPs may have gained a more realistic
idea about the usual time intervals in general practice
for patients suspected of cancer.

Comparison with other studies and clinical implications
To our knowledge, this study is among the first to evalu-
ate a CME-M on GPs’ use and timing of urgent cancer
referrals. In accordance with our findings, an English be-
fore-after study found that the use of RATs for lung and
colorectal cancer in general practice was associated with
an increased number of urgent referrals during a 6-month
period [43]. The reason for this could be that the GPs’
awareness of potential cancer symptoms and attitude to-
wards urgent cancer referral changed through the CME-
M. Similar results have also been found in qualitative
studies about the use of RATs [44, 45] and in our previous
analysis of the impact of the CME-M on GP knowledge,
attitude and intentions [18].

Our intervention was developed on the basis of theor-
etical frameworks and reviews of empirical results to en-
sure optimal likelihood of positive effect [44—47]. The
CME-M consisted of a variety of elements [18], and we
could not validly identify the most effective parts of the
CME-M; this calls for further research in changing the
GPs’ behaviour [46].

In our study, the non-participating practices were
more often single-handed, the GPs were more often
males, and their practice population was larger, more de-
prived and with more male patients than in participating
practices. Similar findings were also reported in a com-
prehensive quality development project on chronic dis-
eases conducted in the Central Denmark Region in 2010
[47]. These findings may result from differences in the
GPs’ possibility to participate (e.g. time constraints) [48].
However, it may also be explained by the theories of
varying readiness for change of behaviour [49]; some
GPs belong to a group known to be susceptible for new
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knowledge (innovators, early adopters and early major-
ity), whereas other GPs are known to be sceptical (late
majority and laggards). One way to change the pattern
of non-participation could perhaps be to develop specific
CME initiatives to better fit the GPs’ preferences for
education and individual learning style [50].

Conclusion

We found a statistically significant reduction in the
number of total contacts with general practice within
the month preceding an urgent referral and an increase
in the reported primary care intervals from before to
after in the CME-M group compared to the reference
group. A CME-M may contribute to changing the
threshold for referring the patients and the GPs’ under-
standing of the primary care interval.
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