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Abstract

Background: Patients diagnosed with cancer by the emergency route often have more advanced diseases and
poorer outcomes. Rates of cancer diagnosed through unplanned admissions vary within and between countries,
suggesting potential inconsistencies in the quality of care. To reduce diagnoses by this route and improve patient
outcomes, high risk patient groups must be identified. This cross-sectional observational study determined the
incidence of first-ever diagnoses of cancer by emergency (unplanned) admission and identified patient-level risk
factors for these diagnoses in England.

Methods: Data for 74,763 randomly selected patients at 457 general practices between 1999 and 2008 were
obtained from the General Practice Research Database (GPRD), including integrated Hospital Episode Statistics (HES)
data and Office for National Statistics (ONS) mortality data. The proportion of first-ever diagnoses by emergency
admission out of all recorded first cancer diagnoses by any route was analysed by patient characteristics.

Results: Diagnosis by emergency admission was recorded in 13.9% of patients diagnosed with cancer for the
first time (n = 817/5870). The incidence of first cases by the emergency route was 2.51 patients per 10,000 person
years. In adjusted regression analyses, patients of older age (p < 0.0001), living in the most deprived areas (RR 1.93,
95% CI 1.51 to 2.47; p < 0.0001) or who had a total Charlson score of 1 compared to 0 (RR 1.34, 95% CI 1.06 to 1.69;
p = 0.014) were most at risk of diagnosis by emergency admission. Patients with more prior (all-cause) emergency
admissions were less at risk of subsequent diagnosis by the emergency route (RR 0.31 per prior emergency
admission, 95% CI 0.20 to 0.46; p < 0.0001).

Conclusions: A much lower incidence of first-ever cancer diagnoses by emergency admission was found
compared with previous studies. Identified high risk groups may benefit from interventions to reduce delayed
diagnosis. Further studies should include screening and cancer staging data to improve understanding of delayed
or untimely diagnosis and patient care pathways.
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Background
Improving cancer outcomes is an international health
priority, including the reduction of diagnoses through the
emergency route. Patients who are diagnosed by emer-
gency (or unplanned) admission typically have more
advanced diseases and poorer outcomes such as survival,
especially older patients [1-5]. The term “emergency” is
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often used synonymously with “unplanned” admissions
and is applied as such in this paper. Emergency admis-
sions are characterised as arising through Accident and
Emergency (A&E) services, general practitioner (GP), bed
bureau, outpatient clinic or other means which may
include the A&E department of another care provider [6].
To reduce delayed or untimely diagnoses, factors influen-
cing patients’ access to services before diagnosis, including
pre-referral general practice consultations, must be bet-
ter understood and especially in high risk patient
groups [7,8].
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Approximately 24% of cancers are diagnosed through
the emergency route in England [9-11]. However, the
rate of these admissions varies across the country,
suggesting that there are inconsistencies and delays in
local services [4,9,12]. Using national data from hospitals
in England (Hospital Episode Statistics, HES), we previ-
ously identified patient and general practice characteris-
tics associated with increased risk of cancer diagnosis by
emergency admission [11]. When data from only one
care setting are analysed, inclusion of false positive cases
or incomplete capture of cases may occur [11,13,14].
Elliss-Brookes et al. (2012) used HES linked with cancer
registry, cancer screening and cancer waiting times data
to examine routes to diagnosis, but their study period
was only two years between 2006 and 2008 [10]. In our
current study, the accuracy of case ascertainment (cor-
rect identification of patients with a first-ever emer-
gency admission for cancer) was improved by linking
hospital data with primary care data for a ten-year
study period.
Studies in England have described patient risk factors

for diagnosis by emergency admission for some cancers,
such as breast, colorectal, oesophageal, gastric and lung
cancers [4,13]. Unlike previous research focusing on
specific types, this study examined all cancers. We inves-
tigated predictors of first-ever emergency admissions for
cancer, as a proxy for first-ever delayed or untimely diag-
nosis by the emergency route. We also determined the
incidence of these admissions from first-ever cancer
diagnoses by any diagnosis route.
Methods
General practice research database
National data were obtained from the General Practice
Research Database, GPRD (superseded by the Clinical
Practice Research Datalink, CPRD, since April 2012),
under a Medical Research Council (MRC) licence for
academic institutions. The GPRD is one of the largest
electronic patient-level, anonymised primary care data-
bases in the world. It includes clinical and non-clinical
data, which can be linked with other data sources such
as disease registries. It is renowned for its represen-
tational coverage of the English population and is well
validated for epidemiological and biomedical research,
including studies on cancer [15-20]. GPRD performs
preliminary data cleaning to ensure that the data are
of a consistent acceptable standard for research pur-
poses (up-to-standard, UTS). The study population
was drawn from patients whose records were deemed
“acceptable” and who were registered at practices with
an UTS date during the study period. Data were
extracted from the October 2010 build of the GPRD
database.
Integrated dataset
Read codes are the current standard clinical classifica-
tion system for English primary care, consisting of a
comprehensive set of medical and non-medical terms
within a structured hierarchy [21]. The Unified 5-Byte
Version 2 Read codes recorded in GPRD can be mapped
to ICD-10 codes, which are used in secondary care and
recorded in HES [21]. Cross-mapping of Read and ICD-
10 codes was performed using the NHS Health and
Social Care Information Centre’s NHS Clinical Termi-
nology Browser Version 1.04.
Integrated emergency admissions data from HES, cen-

tral mortality data from the Office for National Statistics
(ONS) and patient-level social deprivation by Index of
Multiple Deprivation (IMD) 2007 scores were available
in the dataset. Patient-level linkage by National Health
Service (NHS) number, date of birth and sex was carried
out internally by GPRD before the anonymised dataset
was distributed to the authors.
The raw GPRD dataset contained records for 100,000

patients registered at 584 participating general practices
during the study period (1st January 1999 to 31st
December 2008). Patients with invalid or missing sex,
registration date, year of birth or place of residence (not
in England) were excluded from analyses. The majority
of exclusions were due to non-English residence. Patients
recorded as residing in Northern Ireland, Scotland and
Wales were excluded as HES data only includes admis-
sions to hospitals in England. The cleaned study dataset
contained records for 74,763 patients who were registered
at 457 general practices between 1999 and 2008.
Study sample
Eligible patients were those who had a first-ever cancer
diagnosis recorded in general practice records or second-
ary care (HES) between 1st January 1999 (or first consul-
tation date, whichever occurred last) and 31st December
2008 (or date of transfer out of the practice or death,
whichever occurred first). Where patients had one or
more transfers out of a general practice, only data from
the first registration period were included.
Cases of first-ever diagnosed cancer
Cancers diagnosed by emergency admission were de-
fined by ICD-10 codes (C codes) and assigned into one
of the 22 cancer categories used by the National Cancer
Intelligence Network (NCIN), which are also based on
ICD-10 codes [22]. Patients diagnosed with cancer by
non-emergency routes were identified by a recorded
primary care cancer diagnosis (Read Codes, B0-B6) and
who did not have a HES record of an emergency admis-
sion for cancer whose date preceded the primary care
record. Case ascertainment was achieved using the
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GPRD-generated patient identifier for linkage between
the datasets.
Patients diagnosed with other malignant neoplasms

(non-melanoma) of the skin or multiple site neoplasms
were excluded (Read B33 and ByuE codes, ICD-10 C44 and
C97 codes, respectively) (see Additional file 1: Table S1). To
improve the accuracy of identifying first-ever diagnoses, we
tracked back to the patient’s first record in the study dataset
obtained from the GPRD. The frequency of cancer types by
diagnosis route (emergency versus non-emergency routes)
was explored by a crude match of ICD-10 to Read codes
(see Additional file 2: Table S2). Patients with a recorded
valid Read or ICD-10 cancer code before the study period
were excluded.

Patient and practice characteristics
Except for the geographical region of the general prac-
tice (categorised into Strategic Health Authorities), no
other practice characteristics were available in the GPRD
dataset. Therefore, mainly patient variables were used: age
at diagnosis; sex; ethnicity; deprivation status; comor-
bidities; continuity of care; follow-up time; length of time
registered at the practice; the number of consultations at
the general practice, by telephone or home visit with a GP
or nurse; referrals and admissions before diagnosis; and
practice region. Ethnicity and social deprivation details
were only available through the linked HES data for
patients who had at least one recorded (any cause) emer-
gency admission.
Comorbidity was measured by a Read code adaptation

of the Charlson Index by Khan et al. (2010), derived
from Deyo et al’s modified version using ICD-9-CM
codes [23]. Each patient’s cumulative comorbidity score
can be estimated from predefined weights for certain
diseases and conditions included in the Index. A three-
banded aggregation of patients’ total Charlson Index
score was applied, grouped as score of 0, 1 and at least
2. Continuity of care was measured by the Bice and
Boxerman’s Continuity of Care (COC) Index [24]. This
Index takes into account the total number of consulta-
tions (at the general practice or by telephone) as well as
the number of visits to each clinician (GPs or nurses)
and the number of clinicians consulted over a fixed time
period [24]. Follow-up time was defined as the length of
time (in years) between study entry (1st January 1999 or
first consultation date, whichever occurred last) and the
first recorded diagnosis of cancer (before or on 31st
December 2008, or date of transfer out of the practice or
death, whichever occurred first).

Statistical methods
The Mann Whitney U test was used in preliminary
descriptive analyses of non-normally distributed ordinal
data. Crude and adjusted analyses were performed by
modified Poisson regression, with a log link function to
generate relative risks. Pre-empting potential problems
of misclassification and effect overestimation due to the
application of Poisson regression for a binary outcome,
the Generalized Estimating Equation (GEE) method was
used [25-28]. This approach also accounted for cluster-
ing of patients at general practices [26]. The stepwise
method was used to select variables for retention in the
adjusted model. An advantage of stepwise selection is
the reduction of multicollinearity, which in this study
may occur due to variables such as age, time at practice
and follow up time; as well as prior consultations and
referrals. To determine entry and stay in this model, a
p-value of 0.05 was used as the cut-off. All analyses
were performed in SAS (version 9.2) and regression
analyses were performed using the “PROC GENMOD”
procedure.

Ethics approval
The GPRD Group has Trent Multi-Centre Research Ethics
Committee approval for all observational research using
GPRD data (reference: 05/MRE04/87). This study was
granted approval by GPRD’s Independent Scientific Ad-
visory Committee (ISAC).

Results
Patient characteristics
Out of 74,763 patients in the sample, 5870 (7.85%)
patients who were registered at 445/457 general practices
had a first-ever recorded diagnosis of cancer between
1999 and 2008. Of these patients, 13.9% were diagnosed
during an emergency admission (n = 817/5870). Through
this route and based on NCIN’s cancer categories, the
three most common types of cancers were “other” (21.4%;
n = 193/902), breast (13.6%; n = 123/902) and colorectal
(11.5%; n = 104/902) cancers (Table 1) [22]. Patients
diagnosed by emergency admission had up to two cancer
diagnoses for that episode of care, with 1.45% of patients
recorded as having dual first-ever cancer diagnoses (n =
85/5870). Cancers of the bone, connective tissue, skin and
breast were most frequently recorded out of all cancer
diagnosis codes recorded in both emergency and non-
emergency routes (57.2%, n = 309/540). Due to imperfect
matching between Read and ICD-10 codes, lower level
categorisation was not possible.

Incidence of cancer diagnosis by emergency admission
The incidence of first-ever recorded diagnoses of cancer
by emergency admission during the study period was
2.51 patients per 10,000 person years. Over the ten
years, the rate of cancer diagnoses by the emergency
route declined, with a slight fluctuation in the penulti-
mate year, 2007 (Figure 1). The incidence over the study
period was higher in male patients but the greatest



Table 1 Number of diagnoses by cancer type for first
cancer diagnoses by emergency admission, n = 902
diagnoses

Cancer type Frequency, n (%)

Other cancer 193 (21.4)

Breast 123 (13.6)

Colorectal 104 (11.5)

Lung 95 (10.5)

Prostate 84 (9.31)

Bladder 54 (5.99)

Non-hodgkin’s lymphoma 37 (4.10)

Oesophagus 31 (3.44)

Uterus 22 (2.44)

Kidney 21 (2.33)

Ovary 18 (2.00)

Stomach 17 (1.88)

Brain & central nervous system 16 (1.77)

Multiple myeloma 16 (1.77)

Pancreas 16 (1.77)

Oral 11 (1.22)

Melanoma 10 (1.11)

Chronic leukaemia 9 (1.00)

Acute leukaemia 8 (0.89)

Testis 8 (0.89)

Cervix 7 (0.78)

Larynx 2 (0.22)
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Figure 1 Incidence of first cancer diagnoses by emergency admission
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decrease in new cases was also in male patients, from
5.77 patients per 10,000 person years in 1999 to 2.98
patients per 10,000 person years in 2008. Compared with
patients aged between 15 and 64 years old, the most
marked decline in new cancer diagnoses by emergency
admission was in patients aged 65 years or older, from
7.10 patients per 10,000 person years in 1999 to 3.94
patients per 10,000 person years in 2008. Yet, as Table 2
shows, almost half of first diagnoses by emergency
admission were in patients aged between 65 and 84 years
(48.2%, n = 494/817).

Crude risk factors for diagnosis by emergency admission
In unadjusted regression analyses, all included variables
were predictive of diagnosis by emergency admission.
Age at diagnosis, social deprivation status (where depri-
vation was known), length of time registered at the prac-
tice and follow-up time had positive relationships with
diagnosis by the emergency route (Table 2). Female
patients were less at risk of diagnosis by this route than
male patients (RR 0.73, 95% CI 0.64 to 0.84; p < 0.0001).
Compared with patients registered at practices in Yorkshire
& The Humber, patients of practices in the East of
England (RR 1.31, 95% CI 1.01 to 1.70; p = 0.041),
North West (RR 1.34, 95% CI 1.01 to 1.77; p = 0.041) or
the South East coast (RR 1.49, 95% CI 1.13 to 1.95;
p < 0.004) were most at risk of a first-ever cancer diag-
nosis by emergency admission. Patients with a mode-
rate comorbidity score as measured by a total Charlson
Index score of 1 were at higher risk compared with
2004 2005 2006 2007 2008

Year

males Overall

in England, by sex and year (1999-2008).



Table 2 Risk factors for first diagnosis of cancer, crude and adjusted results from Poisson regression using the
generalized estimating equations (GEE) method

Characteristic All
routes (n)

Emergency
admission (n)

(%) Crude Adjusted

RR (95% CI) P-value RR (95% CI) P-value

Age group at diagnosis (years) <.0001 <.0001

0–14 439 8 (0.98) 0.04 (0.02–0.08) <.0001 0.11 (0.06–0.21) <.0001

15–44 2347 61 (7.47) 0.06 (0.04–0.08) <.0001 0.13 (0.10–0.17) <.0001

45–64 1680 259 (31.7) 0.34 (0.27–0.42) <.0001 0.52 (0.44–0.63) <.0001

65–84 1197 394 (48.2) 0.72 (0.57–0.90) 0.004 0.73 (0.60–0.87) 0.001

≥85 207 95 (11.6) 1 1

Sex <.0001 -

Male 2418 400 (49.0) 1

Female 3452 417 (51.0) 0.73 (0.64–0.84) <.0001

Ethnicity <.0001 <.0001

Asian 29 6 (0.73) 4.48 (1.98–10.1) <.0001 3.02 (1.67–5.48) <.0001

Black 30 8 (0.98) 5.77 (2.84–11.7) <.0001 2.09 (1.53–2.87) <.0001

White 1924 617 (75.5) 6.94 (5.87–8.20) <.0001 3.14 (2.48–3.98) <.0001

Other 36 8 (0.98) 4.81 (2.37–9.76) <.0001 3.06 (2.10–4.47) <.0001

Unknown 3851 178 (21.8) 1 1

Deprivation <.0001 <.0001

Least deprived 716 132 (16.2) 2.95 (2.36–3.68) <.0001 1.60 (1.27–2.02) <.0001

Quintiles 2,3,4 1738 382 (46.8) 3.51 (2.95–4.19) <.0001 1.81 (1.47–2.23) <.0001

Most deprived 426 116 (14.2) 4.35 (3.45–5.49) <.0001 1.93 (1.51–2.47) <.0001

Unknown 2990 187 (22.9) 1 1

Charlson Index score <.0001 0.019

0 5785 745 (91.2) 1 1

1 43 39 (4.77) 7.04 (5.10–9.72) <.0001 1.34 (1.06–1.69) 0.014

≥2 42 33 (4.04) 6.10 (4.31–8.65) <.0001 0.87 (0.70–1.07) 0.180

Practice region <.0001 -

East Midlands 122 5 (0.61) 0.32 (0.13–0.79) 0.013

East of England 835 140 (17.1) 1.31 (1.01–1.70) 0.041

London 345 51 (6.24) 1.16 (0.82–1.63) 0.400

North East 252 38 (4.65) 1.18 (0.81–1.72) 0.388

North West 615 105 (12.9) 1.34 (1.01–1.77) 0.041

South Central 763 92 (11.3) 0.94 (0.71–1.26) 0.695

South East Coast 622 118 (14.4) 1.49 (1.13–1.95) 0.004

South West 834 84 (10.3) 0.79 (0.59–1.06) 0.114

West Midlands 746 90 (11.0) 0.95 (0.71–1.26) 0.699

Yorkshire & The Humber 736 94 (11.5) 1

Time at practice (years) <.0001 -

Low 1957 176 (21.5) 1

Moderate 1957 279 (34.2) 1.59 (1.31–1.91) <.0001

High 1956 362 (44.3) 2.06 (1.72–2.46) <.0001

Follow-up time (years) <.0001 -

<1 988 82 (10.0) 0.45 (0.35–0.57) <.0001

1–3 2032 271 (33.2) 0.72 (0.60–0.85) <.0001
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Table 2 Risk factors for first diagnosis of cancer, crude and adjusted results from Poisson regression using the
generalized estimating equations (GEE) method (Continued)

4–6 1571 226 (27.7) 0.77 (0.64–0.93) 0.006

7–10 1279 238 (29.1) 1

Continuity of care <.0001 <.0001

Low 164 134 (16.4) 1 1

Moderate 162 131 (16.0) 0.99 (0.78–1.26) 0.933 1.04 (0.90–1.20) 0.625

High 166 143 (17.5) 1.05 (0.83–1.33) 0.660 1.00 (0.87–1.15) 0.976

Not valid* 5378 409 (50.1) 0.09 (0.08–0.11) <.0001 0.28 (0.24–0.33) <.0001

Consultation ≤30 day before diagnosis† <.0001 -

0 5734 704 (86.2) 1

1 136 113 (13.3) 6.77 (5.55–8.25) <.0001

Referral ≤30 days before diagnosis‡ 0.022 -

Admission before diagnosis, mean (SD) 0.04 (0.20) 0.12 (0.33) 0.30 (0.21–0.43) <.0001 0.31 (0.20–0.46) <.0001
*Patient had fewer than 2 consultations with a GP or nurse at the practice or by telephone during the study period.
†At practice, by telephone, or home visit, with a GP or nurse.
‡Results for dichotomous “referral ≤30 days before diagnosis” variable omitted due to small numbers.
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patients who had a score of 0 (RR 7.04, CI 5.10 to 9.72;
p < 0.0001).

Adjusted risk factors for diagnosis by emergency
admission
As comorbidity is an important factor in cancer diagno-
sis and treatment, the stepwise model that included this
variable was considered the final adjusted model,
containing 6 out of the original 12 risk factors of inter-
est. Once adjusted for other factors and taken into
account clustering of patients at general practices, pa-
tient’s age at diagnosis, ethnicity, deprivation status,
comorbidities (Charlson Index score), continuity of care
and number of all-cause emergency admissions before
diagnosis remained significant predictors of first-ever
cancer diagnosis by the emergency route.
Two of the 6 patient characteristics continued to dis-

play the monotonic trends detected in crude analyses:
the risk of diagnosis by emergency admission increased
with age and deprivation, p < 0.0001 for each variable.
Compared to patients with unknown ethnicity status,
patients of white ethnicity remained at greatest risk of
diagnosis by emergency admission (RR 3.14, 95% CI 2.48
to 3.98; p < 0.0001). Patients with a moderate comorbidity
score, measured by a total Charlson score of 1 compared
to a score of 0, also remained more at risk of cancer diag-
nosis by the emergency route (RR 1.34, 95% CI 1.06 to
1.69; p = 0.014).

Service use
Within the 30 days immediately before diagnosis, 0.46%
of patients diagnosed via non-emergency routes had one
or more consultations with a GP or nurse at their
general practice, by telephone or home visit (mean 0.01,
SD 0.08 consultations) compared with 13.8% of patients
diagnosed by emergency admission (mean 0.25, SD 0.81
consultations), p < 0.0001. Although this factor was cru-
dely associated with the risk of diagnosis by emergency
admission, it was no longer statistically significant once
adjusted for other factors and clustering of patients at
practices (p = 0.124). Regardless of the route to diagno-
sis, the numbers of all-cause emergency admissions and
referrals before the first cancer diagnosis and during the
study period were low, with fewer than 5 patients
recorded as having one or more referrals in the 30 days
prior to diagnosis. In patients diagnosed via the emer-
gency route, 3.3% had at least one prior admission during
the study period (n = 27/817, maximum 2 admissions per
patient) compared with 12.3% of patients diagnosed via
non-emergency routes (n = 619/5053, maximum 3 admis-
sions per patient), p < 0.0001. After adjustment, the num-
ber of prior emergency admissions remained inversely
associated with risk of subsequent diagnosis through the
emergency route (RR 0.31 per prior emergency admission,
95% CI 0.20 to 0.46; p < 0.0001).

Discussion
Summary of findings
In this cross sectional observational study, we explored
temporal trends in first-ever cancer diagnoses by emer-
gency admission in England between 1999 and 2008.
Adjusted analyses highlighted patient groups at greater
risk of diagnosis by this route. These groups included
older patients and those living in the most deprived
areas, as found in other studies [9,29]. Even though the
number of patients who had at least one previous all-
cause emergency admission was small, this characteristic
was associated with lower risk of subsequent cancer
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diagnosis by the emergency route. Unlike previous stud-
ies, we did not find regional variation in diagnoses by
emergency admission once adjusted for other factors
[11]. Encouragingly, we found a reduction in the rate of
first cancer diagnoses by the emergency route over time,
which suggests that initiatives to improve cancer aware-
ness in primary care and to improve access to cancer
services may be having positive effects.

Comparison with other studies
Our finding that 13.9% of diagnoses were made during
an emergency admission is similar to the estimate of
12.9% from the National Audit of Cancer Diagnosis in
Primary Care which also included emergency referrals,
and 16.4% of oesophagogastric cancers by Palser et al.,
2013 [9,29,30]. However, our finding is lower than the
estimate of 24% from NCIN, which was calculated from
a combination of HES, cancer registry, and screening
data as well as Cancer Waiting Times, and our earlier
study which used HES data [9-11]. The discrepancy
between earlier estimates and ours here may be due to
differences in case assignment (diagnosis during two or
three years compared with first-ever diagnosis, respec-
tively) [31]. Compared to other sources such as cancer
registries, GPRD data have produced a lower incidence
of cancer but the GPRD also appears to contain valid
and reliable records of cancer diagnoses [19,20].
Previous studies have found regional variations in the

incidence of cancer and patient outcomes but in this
study we found no statistically significant difference by
practice region in the risk of diagnosis by emergency
admission [4,9,12]. Our finding may be due to the rela-
tively small sample size and more research is required
for validation. Similarly, sex was also no longer statisti-
cally significant in adjusted regression analyses. This
finding may again be due to the sample size or the
cancer types included in the study. With known sex-
differences in risk and outcomes by different types of
cancers, further research and especially studies by cancer
type should continue to consider sex as a potential pre-
dictor [8,11,16,20].
Poor access to primary care services is one explanation

for delayed diagnoses including those made by the emer-
gency route, although the relationship is likely to be com-
plex [4,11,32]. While the number of consultations with
GPs or nurses in the 30 days immediately before diagnosis
was not a statistically significant risk factor once all other
factors had been considered, a much greater proportion of
patients diagnosed by emergency admission also consulted
with a GP or nurse in the preceding 30 days compared
with patients diagnosed by non-emergency routes (13.8%
compared with 0.46%, respectively). Lyratzopoulos et al.
(2012) also found variation in pre-referral consultations by
age, sex, ethnicity, and cancer type [8]. Further exploration
of this phenomenon in patients with potentially delayed
or untimely and/or late diagnosis is warranted to deter-
mine if “alarm” symptoms are being overlooked [16].

Strengths and limitations
Our study benefitted from the use of linked primary and
secondary care data combined with mortality data from
the GPRD. Cancer registry data are typically considered
the gold standard for research on cancer incidence and
patient outcomes. However, both GPRD and HES data
have shown comparable completeness to cancer registries
[19,33]. The integrated data are likely to improve the
accuracy of patient identification beyond that achieved in
previous studies [11,13,14,29,34]. We applied rigorous
sampling criteria, tracking back to patients’ first records
and cross-referenced between data from primary and
secondary care, to capture patients’ first-ever diagnoses.
Our sampling method is therefore more specific than
other studies that used shorter timeframes for case ascer-
tainment, such as Raine et al. (2010) and Bottle et al. (2012)
who used one-year and three-year look-back periods
respectively [11,13]. Furthermore, the United Kingdom
offers universal health coverage to its population, including
registration with a GP, and people can only be registered
with one general practice at a time [35]. This makes the
data collected by GPs in their electronic patient records a
very valuable resource for research [36].
Limitations of this study include the lack of analysis by

cancer type, which would be useful to inform clinical
practice and management, especially given known differ-
ences in symptoms, treatments and prognoses between
cancers. We performed our analyses at the patient level
and not by cancer type because a minority of patients
had dual first-ever diagnoses. Another reason for this
approach was the lack of precise cross-mapping between
Read codes and ICD-10 codes for cancer diagnoses that
are required for analyses by cancer type. A further meth-
odological consideration is that despite facilitating the
accurate capture of first-ever diagnoses, our sampling
method prevented the inclusion of patients diagnosed
with secondary or recurrent cancers and patients not
diagnosed with cancer for the first-ever time. However,
the service-seeking behaviours and care pathways of
patients defined as such may differ from patients with a
first-ever diagnosis of cancer. Thus, it was appropriate
for this study to exclude these patients, but these patient
groups may be of interest for further study. Our findings
may also be affected by missing data for some variables,
such as ethnicity and social deprivation, although the
risk factors identified in this study are supported by
empirical evidence. As the modified Charlson Index was
mapped using an ICD-9-CM based scoring method,
there may have been inaccurate and incomplete co-
morbidity matching to Read and ICD-10 diagnosis
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codes in this study. This may be one explanation for
the relatively low number of patients with recorded
comorbidity.
We applied stepwise selection despite known limitations

of this procedure, such as sensitivity to variable ordering
and combinations. To select the final regression model,
we considered a full model and those using forward, back-
ward and interactive-forward approaches. There was little
difference between the models in fit or the variables
retained, in support of the appropriate use of stepwise
selection in this study. The interval between initial
primary care presentation and referral for the four main
cancers (breast, colorectal, lung and prostate) is longer
than 30 days for a large proportion of diagnosed patients
[29,37]. For this reason, a longer time interval, such as a
window of the prior 3 months, may be more suitable
when examining patterns in consultations preceding
cancer diagnosis [1,37]. Referral rates for suspected
cancer differ across the country [12,29,38,39]. Unfortu-
nately, the quality of related data was poor in the study
dataset and little interpretation of the results for refer-
rals can be made without validation using other data
sources.

Conclusions
Despite robustness in case identification from the linked
data, to better understand why some patient groups are
more susceptible to delayed and potentially late diagno-
sis by emergency admissions, cancer staging and treat-
ment data are needed [38]. Further data on cancer
screening and waiting times between intervals of care
will help to establish which groups are most affected by
untimely referral and/or diagnosis, and also identify
which elements of the care pathway should be targeted
for improvement [10].
Our population-based analyses have used recent data

to determine a range of patient characteristics associated
with first-ever diagnoses of cancer by the emergency
route as a proxy measure of delayed diagnosis. The results
contribute to national efforts to improve cancer care in
England by increasing understanding of patient groups at
high risk of untimely diagnosis [9,29,40]. This research
focused only on the beginning of the patient cancer
pathway and attention must also be given to the entire
continuum, including better methods of identifying alarm
symptoms in primary care, referral for specialist care, and
long-term patient outcomes.

Additional files
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Additional file 2: Table S2. Cancer diagnoses, ICD-10 codes mapped
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Abbreviations
A&E: Accident and emergency; COC: Continuity of care index; CPRD: Clinical
practice research datalink; GEE: Generalized estimating equation method;
GP: General practitioner; GPRD: General practice research database;
HES: Hospital episode statistics; IMD: Index of multiple deprivation;
ISAC: Independent scientific advisory committee; MRC: Medical research
council; NCIN: National cancer intelligence Network; NHS: National health
service; ONS: Office for national statistics; RR: Relative risk.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
CT, AB, and PA developed the study. CT carried out the statistical analyses.
All authors contributed to the interpretation of the data, CT drafted the
paper. All authors revised the manuscript. All authors read and approved
the final manuscript.

Acknowledgements
This study is based in part on data from the Full Feature General Practice
Research Database (GPRD) obtained under licence from the UK Medicines
and Healthcare Products Regulatory Agency (MHRA). The interpretation and
conclusions contained in this study are those of the authors alone. Access to
the GPRD database was funded through the Medical Research Council’s
licence agreement with MHRA.
This article represents independent research supported by the National
Institute for Health Research (NIHR) Patient Safety Translational Research
Centre. The Dr Foster Unit at Imperial is affiliated with the Centre for Patient
Safety and Service Quality (CPSSQ) at Imperial College Healthcare NHS Trust
which is funded by NIHR. The Dr Foster Unit at Imperial is funded by a grant
from Dr Foster Intelligence (an independent healthcare information
company and joint venture with the Information Centre of the NHS). The
Department of Primary Care & Public Health at Imperial College London is
grateful for support from the National Institute for Health Research
Biomedical Research Centre scheme and the National Institute for Health
Research Collaboration for Leadership in Applied Health Research & Care
(CLAHRC) Scheme.
The views expressed in this article are those of the authors and not
necessarily those of the funding organisations. The funders had no role in
the study design and the collection, analysis, and interpretation of data, the
writing of the article, or the decision to submit it for publication.

Author details
1Dr Foster Unit at Imperial, Ground Floor 3 Dorset Rise, EC4Y 8EN, London,
England. 2Department of Primary Care and Public Health, Imperial College
London, 3rd Floor Reynolds Building, St Dunstan’s Road, London W6 8RP,
England.

Received: 4 March 2013 Accepted: 9 August 2013
Published: 14 August 2013

References
1. Sikka V, Ornato JP: Cancer diagnosis and outcomes in Michigan EDs vs

other settings. Am J Emerg Med 2012, 30(2):283–292.
2. Brewster DH, Clark DI, Stockton DL, Munro AJ, Steele RJC: Characteristics of

patients dying within 30 days of diagnosis of breast or colorectal cancer
in Scotland, 2003-2007. Br J Cancer 2011, 104(1):60–67.

3. Moller H, Flatt G, Moran A: High cancer mortality rates in the elderly in
the UK. Cancer epidemiol 2011, 35(5):407–412.

4. Shawihdi M, Stern N, Thompson E, Sturgess R, Kapoor N, Pearson MG,
Bodger K: Emergency admission as a route for oesophagogastric cancer
diagnosis: a marker of poor outcome and a candidate quality indicator
for local services. Gut 2011, 60(Suppl 1):A30–A31.

5. Porta M, Fernandez E, Belloc J, Malats N, Alonso J: Emergency admission
for cancer: a matter of survival? Br J Cancer 1998, 77(3):477–484.

6. NHS Information Centre for Health and Social Care: HESonline. http://www.
hscic.gov.uk/hes.

7. Coleman MP, Forman D, Bryant H, Butler J, Rachet B, Maringe C, Nur U,
Tracey E, Coory M, Hatcher J, McGahan CE, Turner D, Marrett L, Gjerstorff
ML, Johannesen TB, Adolfsson J, Lambe M, Lawrence G, Meechan D, Morris
EJ, Middleton R, Steward J, Richards MA, ICBP Module 1 Working Group:

http://www.biomedcentral.com/content/supplementary/1472-6963-13-308-S1.docx
http://www.biomedcentral.com/content/supplementary/1472-6963-13-308-S2.docx
http://www.hscic.gov.uk/hes
http://www.hscic.gov.uk/hes


Tsang et al. BMC Health Services Research 2013, 13:308 Page 9 of 9
http://www.biomedcentral.com/1472-6963/13/308
Cancer survival in Australia, Canada, Denmark, Norway, Sweden, and the
UK, 1995-2007 (the International Cancer Benchmarking Partnership): an
analysis of population-based cancer registry data. Lancet 2011,
377(9760):127–138.

8. Lyratzopoulos G, Neal RD, Barbiere JM, Rubin GP, Abel GA: Variation in
number of general practitioner consultations before hospital referral for
cancer: findings from the 2010 national cancer patient experience
survey in England. Lancet Oncol 2012, 13(4):353–365.

9. National Cancer Intelligence Network: Routes to diagnosis-data briefing.
London: National Cancer Intelligence Network; 2010.

10. Elliss-Brookes L, McPhail S, Ives A, Greenslade M, Shelton J, Hiom S, Richards
M: Routes to diagnosis for cancer-determining the patient journey using
multiple routine data sets. Br J Cancer 2012, 107(8):1220–1226.

11. Bottle A, Tsang C, Parsons C, Majeed A, Soljak M, Aylin P: Association
between patient and general practice characteristics and unplanned
first-time admissions for cancer: observational study. Br J Cancer 2012,
107(8):1213–1219.

12. Appleby J, Harrison T, Foot C, Smith A, Gilmour S: Explaining variations in
primary care trusts’ spending on cancer services. London: The King’s Fund; 2011.

13. Raine R, Wong W, Scholes S, Ashton C, Obichere A, Ambler G: Social
variations in access to hospital care for patients with colorectal, breast,
and lung cancer between 1999 and 2006: retrospective analysis of
hospital episode statistics. BMJ 2010, 340:b5479.

14. Pascoe S, Neal R, Heywood P, Allgar V, Miles J, Stefoski-Mikeljevic J:
Identifying patients with a cancer diagnosis using general practice
medical records and cancer registry data. Fam Pract 2008, 25(4):215–220.

15. Herrett E, Thomas SL, Schoonen WM, Smeeth L, Hall AJ: Validation and
validity of diagnoses in the general practice research database: a
systematic review. Br J Clin Pharmacol 2010, 69(1):4–14.

16. Jones R, Latinovic R, Charlton J, Gulliford M: Alarm symptoms in early
diagnosis of cancer in primary care: cohort study using general practice
research database. BMJ 2007, 334(7602):1040–1044.

17. Osborn DP, Levy G, Nazareth I, Petersen I, Islam A, King MB: Relative risk of
cardiovascular and cancer mortality in people with severe mental illness
from the United Kingdom’s general practice research database.
Arch Gen Psychiatry 2007, 64(2):242–249.

18. Chen YC, Wu JC, Haschler I, Majeed A, Chen TJ, Wetter T: Academic impact
of a public electronic health database: bibliometric analysis of sudies
using the general practice research database. PLoS ONE 2011, 6(6):e21404.

19. Dregan A, Moller H, Murray-Thomas T, Gulliford MC: Validity of cancer
diagnosis in a primary care database compared with linked cancer
registrations in England, population-based cohort study. Cancer epidemiol
2012, 36(5):425–429.

20. Charlton R, Snowball J, Bloomfield K, De Vries C: Colorectal cancer
incidence on the general practice research database. Pharmacoepidem
Drug Safe 2012, 21(7):775–783.

21. Health and Social Care Information Centre: UK terminology centre-read codes.
http://systems.hscic.gov.uk/data/uktc/readcodes/index_html.

22. National Cancer Intelligence Network: Routes to diagnosis, 2006-2008. NCIN
technical document. London: National Cancer Intelligence Network; 2010.

23. Khan N, Perera R, Harper S, Rose P: Adaptation and validation of the
Charlson index for read/OXMIS coded databases. BMC Fam Pract 2010,
11(1):1.

24. Bice TW, Boxerman SB: A quantitative measure of continuity of care. Med
Care 1977, 15(4):347–349.

25. Zou G: A modified poisson regression approach to prospective studies
with binary data. Am J Epidemiol 2004, 159(7):702–706.

26. Spiegelman D, Hertzmark E: Easy SAS calculations for risk or prevalence
ratios and differences. Am J Epidemiol 2005, 162(3):199–200.

27. Zou GY, Donner A: Extension of the modified poisson regression model
to prospective studies with correlated binary data. Stat Methods Med Res
2011. Published online before print November 8 2011.

28. McNutt LA, Wu C, Xue X, Hafner JP: Estimating the relative risk in cohort
studies and clinical trials of common outcomes. Am J Epidemiol 2003,
157(10):940–943.

29. Royal College of General Practitioners: National audit of cancer diagnosis in
primary care. London: Royal College of General Practitioners; 2011.

30. Palser TR, Cromwell DA, Hardwick RH, Riley SA, Greenaway K, van der
Meulen JHP: Impact of route to diagnosis on treatment intent and 1-year
survival in patients diagnosed with oesophagogastric cancer in England:
a prospective cohort study. BMJ Open 2013, 3(2):e002129.
31. Gavagan TF, Du H, Saver BG, Adams GJ, Graham DM, McCray R, Goodrick
GK: Effect of financial incentives on improvement in medical quality
indicators for primary care. J Am Board Fam Med 2010, 23(5):622–631.

32. Hamilton W: Emergency admissions of cancer as a marker of diagnostic
delay. Br J Cancer 2012, 107:1205–1206.

33. Møller H, Richards S, Hanchett N, Riaz SP, Lüchtenborg M, Holmberg L,
Robinson D: Completeness of case ascertainment and survival time error
in English cancer registries: impact on 1-year survival estimates.
Br J Cancer 2011, 105(1):170–176.

34. Hippisley-Cox J, Coupland C: Identifying women with suspected ovarian
cancer in primary care: derivation and validation of algorithm. BMJ 2012,
344:d8009.

35. Majeed A, Molokhia M: Primary care in the United Kingdom. J Ambul Care
Manage 2008, 31(3):198–200.

36. Majeed A: Sources, uses, strengths and limitations of data collected in
primary care in England. Health Stat Q 2004, 21:5–14.

37. Christensen K, Fenger-Gron M, Flarup K, Vedsted P: Use of general practice,
diagnostic investigations and hospital services before and after cancer
diagnosis-a population-based nationwide registry study of 127,000
incident adult cancer patients. BMC Health Serv Res 2012, 12(1):224.

38. National Audit Office: Delivering the cancer reform strategy. London: The
Stationery Office; 2010.

39. King’s Fund: Improving the quality of care in general practice: report of an
independent inquiry commissioned by the king’s fund. London: King’s Fund; 2011.

40. Department of Health: The NHS cancer plan: a plan for investment: a plan for
reform. Norwich: The Stationery Office; 2000.

doi:10.1186/1472-6963-13-308
Cite this article as: Tsang et al.: Cancer diagnosed by emergency
admission in England: an observational study using the general practice
research database. BMC Health Services Research 2013 13:308.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://systems.hscic.gov.uk/data/uktc/readcodes/index_html

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	General practice research database
	Integrated dataset
	Study sample
	Cases of first-ever diagnosed cancer
	Patient and practice characteristics
	Statistical methods
	Ethics approval

	Results
	Patient characteristics
	Incidence of cancer diagnosis by emergency admission
	Crude risk factors for diagnosis by emergency admission
	Adjusted risk factors for diagnosis by emergency admission
	Service use

	Discussion
	Summary of findings
	Comparison with other studies
	Strengths and limitations

	Conclusions
	Additional files
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


