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Appendices

This document is an update of the appendicies which accompanied NICE clinical guideline
27 (published June 2005) and will replace them.

Evidence has been reviewed on the recognition and management of suspected cancer in
children, young people and adults. New appendicies developed as part of this update are
highlighted. You are invited to comment on the highlighted text only. Appendix J contains
appendicies from the 2005 guideline which are being deleted as they have been updated.

The original NICE guideline and supporting documents are available from
http://www.nice.org.uk/guidance/CG27
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Appendix A: The cost-effectiveness of
diagnostic tests to diagnose colorectal
cancer for patients aged 40 years and over
with a change in bowel habit in primary
care

Background

People in England and Wales with suspected colorectal cancer are usually offered a
colonoscopy within two weeks to establish a diagnosis. Colonoscopy is considered the gold
standard investigation for the diagnosis of colorectal cancer due to its ability to visualise the
entire colon and perform biopsies. Other investigations used in the diagnosis of colorectal
cancer include flexible sigmoidoscopy and barium enema. Both investigations are associated
with a lower risk of adverse events compared to colonoscopy however sensitivity is
considerably lower. Recently, computerised tomography colonography (CTC) has begun to
replace barium enema as the investigation of choice, for patients with co-morbidities. The
technology uses CT imaging of the colon to visualise tumours.

Currently, the national bowel cancer screening programme uses faecal occult blood tests
(FOBT) or faecal immunochemical tests (FIT) to detect occult blood in the faeces which is
indicative of colorectal cancer. These tests are given to asymptomatic people aged 60 years
or older in England and Wales. They are easy to use and can be performed by the person at
home. Currently these tests are not routinely available to GPs to order if they suspect their
patient has colorectal cancer and falls outside the bowel cancer screening age parameters.

Existing Economic Evidence

A systematic literature review was performed to assess the current economic literature in this
area. The review identified 634 possibly relevant economic papers relating to colorectal
cancer. Of these, ten full papers were obtained for appraisal. No study directly assessed the
decision problem. The majority of literature in this area focuses on screening for
asymptomatic patients. One study was identified, Allen et al 2004, which addressed a similar
question to this decision problem; diagnostic tests to investigate rectal bleeding in patients
aged 40 years and over.

This study could not be included within the economic evidence for this topic because it did
not include a change in bowel habit as the main symptom and included other benign
diseases of the bowel as an outcome. However it did provide a useful structure for the de
novo analysis. The study used a decision tree combined with a Markov state transition
model. The disease natural history section of the model was consistent with existing UK
based screening economic models and divided the disease states by Dukes grading®.

The study perspective was from a USA modified societal perspective. The investigations
included in the study were; air contrast barium enema (ACBE) alone, ACBE and flexible
sigmoidoscopy, flexible sigmoidoscopy, colonoscopy and watchful waiting. Faecal occult
blood tests were not included in the analysis because the study was investigating people with

a Method of assessing the level of invasion and the spread of a colorectal tumour within the bowel.
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visible rectal bleeding therefore occult blood tests are not relevant to this population. The
authors concluded that colonoscopy was cost-effective compared to flexible sigmoidoscopy
alone (ICER $5,480). Watchful waiting, defined as bleeding for one year followed by
colonoscopy, was the most expensive option and was dominated by flexible sigmoidoscopy.

Aim

To estimate the cost-effectiveness of diagnostic tests for suspected colorectal cancer
ordered in primary care for patients aged 40 years and over with a change in bowel habit.

De Novo Economic Model

As the current economic literature didn’t adequately address the decision problem, a de novo
economic evaluation was undertaken to assess cost-effectiveness.

Model Structure

A decision tree analysis with combined Markov states was used to capture the diagnosis and
staging of colorectal cancer. The full model structure is shown in Figure 1. The cohort begins
with people aged 40 years and over with a change in bowel habit who have presented to
their GP for the first time. The cohort can have one of five initial investigations; FOBT, barium
enema, flexible sigmoidoscopy, CTC or Colonoscopy. If the initial test result is positive they
are referred for either a colonoscopy or CTC depending on the probability of them being
unsuitable for colonoscopy (for those receiving a colonoscopy as a first line investigation, no
further test is required). If after colonoscopy or CTC the person tests positive for colorectal
cancer, a CT scan is ordered to establish the stage of the cancer.

The initial cancer stage for those people with colorectal cancer is determined by a probability
of entering one of the four colorectal cancer markov states. These states are based on the
Dukes grading system for colorectal cancer. Patients with diagnosed cancer can either
remain in their current health state or die from colorectal cancer or another cause.

A lifetime horizon with a one year cycle length captures the probability of progression for
treated and untreated colorectal cancer. For those patients with a negative result who have
the underlying disease (false negatives), it is assumed that their symptoms would persist and
they would be diagnosed at one year with a colonoscopy. During this time the patient has a
probability of progressing to a worse cancer state. All true negative patients are discharged
after either their first investigation, or, if false positive at initial stage they are discharged after
their second investigation.

Estimated total costs and quality adjusted life years (QALYSs) are collected over the modelled
forty year time horizon for each diagnostic strategy. The total costs include all costs
associated with initial and follow up investigations, staging, and treatment. These are
described in more detail in the cost section of this report. QALYs are calculated by
multiplying the life years that patients spend in each health state by the associated quality of
life (QoL) weighting, which represent the patient's valuation of their health state. QALYs and
QoL values are discussed in more detail in later sections of the report. Future costs and
benefits were discounted at a rate of 3.5% per year as recommended by NICE.

© National Collaborating Centre for Cancer
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Figure 1: Basic Model Structure
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Prevalence of colorectal cancer

No evidence was identified to inform the prevalence of colorectal cancer in the study

population. The clinical review for this guideline examined the positive predictive value (PPV)

of various symptom/s associated with colorectal cancer. The PPV is the probability of

colorectal cancer in a person with the specific symptom. This can be used to inform the
prevalence in the absence of evidence. Twenty-two studies were identified as relevant. The
evidence could not be pooled due to excessive heterogeneity. The evidence showed a PPV
of colorectal cancer in men and women aged 60 years or lower with a change in bowel habit
(described as diarrhoea or constipation) ranging from 0.01-15.7.
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Due to the lack of evidence the guideline development group (GDG) estimated that the
prevalence of colorectal cancer in the base case population is 1.5%. Prevalence was
examined fully in the sensitivity analysis.

Natural History of Disease

Data from the National Cancer Intelligence Network (NCIN) collected between 1996 and
2002 on colorectal cancer examined the percentage of patients diagnosed at each stage.
Data on survival at one to five years was also collected. Table 1 outlines the five year
survival rate and percentage of cases diagnosed at each stage from patients in England.

Table 1: Number of cases and 5 year relative survival of colorectal cancer patients
diagnosed between 1996-2002, England (NCIN)

5-year relative Confidence Interval
Stage at Diagnosis Number of cases survival (95%)
Dukes A 26,727 93.2% 92.5-93.9
Dukes B 74,784 77.0% 76.4-77.5
Dukes C 72,806 47.7% 47.1-48.3
Dukes D 28,377 6.6% 6.1-7.0

For the purposes of the analysis the five year survival rate was extrapolated over the time
horizon of the model. It is not appropriate to assume an exponential mortality rate as a
certain number of patients will survive after five years from all cancer stages. Figure 2
illustrates the observed five year survival data and predicted survival for colorectal cancer
used in this analysis.

Data from published interim life tables for the UK Office of National Statistics 2013 were used
to calculate age-related mortality probabilities.

Figure 2: Colorectal survival by stage

Colorectal Cancer Survival by Stage

Relative Survivel

) ! \ ' 10 1 )l 1 4

Survivel Tima (yeans)

Data on progression between cancer stages for those people who have undiagnosed
colorectal cancer were obtained from Tappenden et al 2004 (Table 2). Tappenden et al 2004
describes the method for calibrating transition probabilities by using Monte Carlo sampling of
published incidence, mortality, stage distribution and prevalence data. Each parameter was
given wide uniform distributions and then sampled over 60,000 iterations. Those parameter
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combinations which generated the minimum mean squared errors between the model
predictions and published evidence were retained for inclusion in the model.

The GDG noted that obtaining observed probabilities in colorectal cancer patients is unlikely.
Therefore in the absence of evidence on progression the GDG chose the Tappenden et al
values for use in the model. Using calibrated probabilities will lead to uncertainty within the
model results, however this was fully explored in the one way sensitivity analysis and the
probabilistic sensitivity analysis.

Table 2: Probability of progression for undiagnosed colorectal cancer

Annual probability of
progression for
undiagnosed CRC

Colorectal Stage (95% CI) PSA Distribution Reference

Dukes A — Dukes B 0.58 (0.56-0.59) Uniform Tappenden et al 2004
Dukes B — Dukes C 0.66 (0.64-0.67) Uniform Tappenden et al 2004
Dukes C — Dukes D 0.87 (0.85-0.89) Uniform Tappenden et al 2004

Diagnostic accuracy

Diagnostic accuracy was captured in the model using data on sensitivity and specificity.
Sensitivity is defined as; the probability that the index test result will be positive in a diseased
case. The specificity is defined as; the probability that the index test result will be negative in
a non diseased case.

All included evidence for the guideline is required to be from primary care studies. Patient
selection, overall clinical responsibility and setting should all have been conducted in primary
care to be eligible for inclusion. Upon review of the evidence six papers were identified as
relevant for faecal occult blood tests and three were relevant for barium enema.

The sensitivity and specificity reported for barium enema and FOBT could not be pooled due
to excessive heterogeneity between the studies. The GDG chose to use Gillberg et al 2012
for the diagnostic accuracy of FOBT as the study included a large sample size and was
conducted in a primary care setting with sensitivity and specificity reported for a range of
ages. Jensen et al 1993 was chosen for barium enema. Although this study had several
limitations (specificity was reported as 100%) the reported diagnostic accuracy for sensitivity
matched other published none primary care studies. These issues were fully explored in the
sensitivity analysis.

No relevant evidence was identified for the remaining interventions for the decision problem.
Data for the remaining investigations was collected by removing the primary care filter from
the clinical review and sifting the remaining articles for relevant papers. Colonoscopy was
included in the base case analysis as a comparator due it being the gold standard
investigation for colorectal cancer. The remaining investigations were not included in the
base case but were considered as part of a supplementary analysis. Table 3 below outlines
the values used in this analysis for diagnostic accuracy.

Table 3: Key Diagnostic Accuracy Data

Beta PSA
Sensitivity Specificity Distribution (alpha,
Investigation (95% CI) (95% CI) beta) Reference
FOBT 50% (15,85) 88% (85,89) Sensitivity = 3,3 Gillberg et al
Specificity =963,138 2012
FITh 74.73% 86.35%(84.05,8 Sensitivity = 69,24 Oono et al 2010

P Examined in supplementary analysis

© National Collaborating Centre for Cancer
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Beta PSA
Sensitivity Specificity Distribution (alpha,
Investigation (95% ClI) (95% ClI) beta) Reference
(64.53,83.25) 8.44) Specificity = 680,80
Barium Enema 60% (15,95) 100% (97,100) Sensitivity = 2,2 Jensen et al
Specificity = 21,1 1993.
Flexible 69% (66,72) 100% Sensitivity = 648,297  Thompson et al
Sigmoidoscopy Specificity = n/a 2008
CT Colonography 96.1% 79% (75,83) Sensitivity = 398,16 Pickhardt et al
(93.8,97.7) Specificity =921,242 2011 (only
reported
sensitivity) &
Halligan et al
2013
Colonoscopy 94.7% 100% Sensitivity = 178,10 Pickhardt et al
(90.4,97.2) Specificity = n/a 2011

Adverse Events

Adverse events associated with each diagnostic test were collected from various sources. A
UK colonoscopy audit by Gavin et al 2012 provided data on colonoscopy completion rates
and associated adverse events (Table 4). No data was available to inform the probability of
adverse events for flexible sigmoidoscopy. This was estimated to be of the same risk as
colonoscopy by the co-opted clinical expert®. No other procedures were deemed to require
inpatient treatment for adverse events.

Bleeding was assumed to be gastrointestinal and require hospitalisation and occur in both
investigations. Bowel perforation is only a risk in colonoscopy.

Table 4: Adverse event profiles
Probability of

Adverse Event occurrence (95%Cl) PSA Distribution Reference

Bleeding 0.26 (0.20-0.36) Uniform Gavin et al 2012

Perforation 0.04 (0.02-0.08) Uniform Gavin et al 2012
Costs

NHS Reference Costs 2012/13 and the Personal and Social Services Research Unit
(PSSRU) 2013 were used to inform the price of tests and consultations (Table 5). FOBT is
not routinely available in primary care outside the parameters of the screening programme,
therefore the price used was sourced from the screening programmes Southern Hub. Costs
on adverse events were taken from NHS Reference Costs 2012/13.

Any patient found to have colorectal cancer first incurs the cost of a CT scan for staging (as
per existing CG 131 NICE guidance®). The patient then incurs a lifetime cost of the disease
based on their disease stage at the time of diagnosis. This cost includes the various
treatments that the average patient would receive, including costs for surgery, radiotherapy
and chemotherapy. Data on lifetime costs were taken from Tappenden et al 2004 and
inflated to 2014 prices.

¢ Dr Rachel Hargest, Consultant Colorectal Surgeon at University Hospital of Wales and NCC-C Management
Board Member.
d http://www.nice.org.uk/guidance/CG131
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Table 5: List of all costs included in analysis

Type of Cost
Investigations
FOBT

FIT
Colonoscopy

CT colonography
Barium Enema

Flexible
Sigmoidoscopy

CT Scan

Adverse Event

Gastro intestinal
bleeding

Bowel Perforation

Referral

GP visit

Lower Gastrointestinal
appointment

Cancer Stage

Dukes A

Dukes B

Dukes C

Dukes D

Mean Cost (Standard

error)

£4.86 (4.45)
£9.42 (7.41)
£368.00 (145.88)

£275.00 (29.65)
£122.00 (32.55)
£351.00 (130.10)

£146.53 (68.94)

£265 (148.26)

£2,240 (593.03)

£45.00 (not reported)
£171.00 (60.79)

£8,221 (3047.24)
£13,863 (5138.60)
£22,428 (8313.13)
£14,925 (5531.89)

QoL valuations (utilities)

Gamma PSA
Distribution

(alpha, beta)

(1.19, 4.07)
(1.61,5.83)
(6.36, 57.83)

(86.01,3.19)
(9.63,10.49)
(7.28,48.21)

(4.52,32.43)

(3.19, 82.95)

(14.27, 157.00)

n/a
(7.91,21.61)

(7.28,1129.44)
(7.28,1904.60)
(7.28,3081.22)
(7.28,2050.37)

Reference

Estimated®
Estimated’

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

NHS Reference Costs
2012/13

PSSRU 2013.

NHS Reference Costs
2012/13.

Tappenden et al 2004
Tappenden et al 2004
Tappenden et al 2004
Tappenden et al 2004

The model estimates effectiveness in terms of quality adjusted life years (QALYS). QALYs
are estimated by combining the life year estimates with utility values (or QOL weights)
associated with being in a particular health state. These utility values were identified through
a search of the available literature (Table 6).

There is a paucity of quality of life (QoL) data available in colorectal cancer. One study by
Ness et al 1999 assessed quality of life values associated with the various stages of cancer
and treatment in the USA using the standard gamble technique. These results were not
valued by the UK public. The NICE reference case requires QoL to be based on public
preferences and valued by patients (and ideally measured using the EQ-5D survey).
However, in the absence of such high quality data, the utilities from the Ness et al 1999 study
were utilised. QoL for healthy patients was taken from a large UK based study on population
health using the EQ-5D survey.

e Estimated from UK bowel screening Southern hub contract prices 2011.
f Estimated from UK bowel screening Southern hub contract prices 2011.
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Table 6: Quality of life valuations
Beta distribution

Model State QoL (alpha, beta) Reference

Healthy 0.79 (267.00,71.00) Kind et al 1999
Dukes A 0.74 (145.00,51.69) Ness et al 1999
Dukes B 0.70 (56.60,24.53) Ness et al 1999
Dukes C 0.50 (33.78,32.28) Ness et al 1999
Dukes D 0.25 (1.03,2.35) Ness et al 1999

Base case results

The results of the economic model are presented as expected costs and QALY for
intervention along with an incremental cost-effectiveness ratio (ICER) for each comparison.
The ICER is used to measure the cost-effectiveness of one intervention over another; it is
calculated as shown in Figure 3.

Figure 3: Calculation of the incremental cost-effectiveness ratio (ICER)

ICER = (A Cost) / (A QALYs)

ICER = (Cost Intervention A — Cost Intervention B) / (QALYs Intervention A — QALYs Intervention B)

It can be seen that by dividing the difference in costs of each intervention by the difference in
benefits (in QALY terms), a cost per QALY can be calculated for each comparison. NICE
typically has a cost effectiveness (CE) threshold of £20,000 for one additional QALY gained.
Thus, an intervention with ICER < £20,000 can usually be considered cost-effective.
Interventions with ICER values above £30,000 are not typically considered cost-effective. For
ICER values between £20,000 and £30,000, an intervention may be considered cost-
effective if it is associated with significant benefits.

The model was run over a time horizon of forty years as this was expected to be the time
period over which the outcomes were most likely to differ for patients with colorectal cancer.
Costs and QALYs are calculated for a cohort of 1000 people. The base case model results
are presented in the tables below.

Table 7 shows the results of FOBT and barium enema compared against colonoscopy. It can
be seen that both FOBT and barium enema are cost effective compared to colonoscopy at a
threshold of £20,000 per QALY gained.

Table 8 presents the results in a dominance rank format. In this analysis the tests are
rearranged in order of total cost, from cheapest to most expensive. The difference in cost
and QALYs are obtained between the cheapest and the next test in the list. From this an
ICER is calculated. If the ICER for the next test is less than £20,000 per QALY then it is
considered cost-effective. This is continued for the remaining tests until the ICER goes above
£20,000 per QALY. Upon analysis of results using the dominance rank method, FOBT was
found to be the most cost-effective test.

Table 7: Base case results, FOBT and barium enema compared to colonoscopy

ICER
Inc (E/Per
Test Total cost Total QALYs Inc cost QALYs QALY)

Colonoscopy £810,396.71 814.24

© National Collaborating Centre for Cancer
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ICER

Inc (E/Per
Test Total cost Total QALYs Inc cost QALYs QALY)
FOBT £343,243.65 809.99 - £467,153.05 -4.25 £109,860°
Barium £365,818.37 810.94 -£444,578.33 -3.30 £134,681
Enema

Table 8: Base case results - dominance rank
ICER

Test Total cost Total QALYs Inc cost Inc QALYs (E/Per QALY)
FOBT £343,243.65 809.99
Barium £365,818.37 810.94 £22,574.72 0.95 £22,580
Enema
Colonoscopy £810,396.71 814.24 £467,153.05 4.25 £116,750

Scenario Analysis

Further analysis was undertaken to examine the cost-effectiveness of flexible sigmoidoscopy
and CTC. Table 9 shows the ICERs for CTC and flexible sigmoidoscopy compared to
colonoscopy. Both investigations were cost-effective compared to colonoscopy.

Table 9: Comparison of flexible sigmoidoscopy and CTC to colonoscopy

Total ICER
Investigation Total cost QALYs Inc cost Inc QALYs (E/Per QALY)
Colonoscopy £810,396.71 814.24
CTC £711,795.26 814.38 -£98,601.45 0.13 DOMINATES
Flexible £707,371.11 811.81 -£103,025.59 -2.45 £42,140h

Sigmoidoscopy

Upon analysis (using the dominance rank method) including all investigations, FOBT is
shown to be the most cost-effective investigation (Table 10).

Table 10: Dominance rank for all investigations

ICER
Investigation Total cost  Total QALYs Inc cost Inc QALYs (E/Per QALY)
FOBT £343,243.65 809.99
Barium enema £365,818.37 810.94 £22,574.72 0.95 £22,580
Flexible £707,371.11 811.81 £364,127.46 1.81 £201,459.86
Sigmoidoscopy
CTC £711,795.26 814.38 £368,551.61 4.39 £84,040.01
Colonoscopy £810,396.71 814.24 £467,153.05 4.25 £116,750

The results of the dominance rank are also presented in Figure 4. It demonstrates that the
ICER between FOBT and Barium Enema is higher than the CE threshold of £20,000 per
QALY.

g When incremental QALYs & Costs are negative anything above the CE threshold (£20,000 per QALY) is cost-
effective

h When incremental QALYs & Costs are negative anything above the CE threshold (£20,000 per QALY) is cost-
effective

© National Collaborating Centre for Cancer
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Figure 4: Dominance Rank for all investigations
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A.4.9 One-way sensitivity analysis results

A series of one-way sensitivity analyses were conducted, whereby the value of one input
parameter is changed and its effect on the overall outcome is recorded and assessed. The
tables below shows the results of a range of one-way sensitivity analyses that were
conducted. Part 1 (Table 11) focuses on none- test specific parameters (lifetime costs, age,
QoL etc); Part 2 (Table 12) focuses on changing parameters associated with FOBT and
barium enema. This includes using data from a recent large multi centre trial on CTC versus
barium enema for the diagnosis of colorectal cancer (Halligan et al 2013).

The results of the analysis show that small changes in prevalence, cost and diagnostic
accuracy result in barium enema becoming the most cost-effective test. The discount rate
also has an effect on the overall result however no other parameter resulted in a change to
the overall results.

Table 11: One Way Sensitivity Analysis Results Part 1

Parameter Change Made Most Cost Effective Test
Prevalence Prevalence = 3.0% Barium enema
Prevalence = 5.0% Barium enema
Age 50 years FOBT
60 years FOBT
Lifetime cost of Dukes A Lower 95% Cl= £6166.00 FOBT
Upper 95% CIl = £10276.00
Lifetime cost of Dukes B Lower 95% Cl= £10397.00 FOBT
Upper 95% CI = £17329.00
Lifetime cost of Dukes C Lower 95% Cl= £16821.00 FOBT
Upper 95% CI = £28036.00
Lifetime cost of Dukes D Lower 95% Cl=£11193.00 FOBT
Upper 95% CIl = £18656.00
Probability of undetected Lower 95% CI = 0.57 FOBT

CRC Dukes A-B
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Parameter Change Made Most Cost Effective Test
Upper 95% CI =0.59

Probability of undetected Lower 95% CI = 0.64 FOBT

CRC DukesB - C Upper 95% CI =0.67

Probability of undetected Lower 95% CI = 0.85 FOBT

CRC Dukes C-D Upper 95% CI =0.88

QoL Lower and Upper 95% CI FOBT

Discount Rate Lower = 0% Barium Enema
Upper = 5% FOBT

Table 12: Sensitivity Analysis Results Part 2

Investigatio
n Parameter Change Made Most Cost Effective Test
FOBT Costs Lower 95% CI = £2.00 FOBT
Upper 95% CI = £8.00 FOBT
Increase cost = £8.50 Barium Enema
Sensitivity Lower 95% CI = 15% Barium Enema
Upper 95% CI = 65% FOBT
Specificity Lower 95% CI = 85% Barium Enema
Upper 95% CI = 89% FOBT
Barium Costs Lower 95% CIl = £78.16 Barium Enema
Enema Upper 95% Cl = £122.07 FOBT
Sensitivity Lower 95% CI = 35% FOBT
Upper 95% CI = 61% Barium Enema
Specificity Upper 95% CI = n/a n/a’
Lower 95% CI = 87% FOBT
Sensitivity (Halligan et al 86% FOBT
2013)
Specificity (Halligan etal 79% FOBT
2013)

Scenario Analysis

A scenario analysis was undertaken to examine the effect of modelling an emergency
presentation into secondary care for those people who had a false negative result after the
initial test (Table 13). The analysis modelled the probability of emergency presentation and
the cost of emergency surgery. The results show that even though the cost of emergency
surgery was high, because the probability of the occurrence was low it had no overall effect
on the results.

Table 13: Emergency presentation scenario analysis

Most Cost
Parameter Value Effective Test Reference
Probability of an emergency 0.22 FOBT Tappenden 2013
presentation
Cost of emergency surgery £7079.93 NHS Reference Cost
presentation 2013

i Barium enema specificity is 100% therefore no upper level reported

© National Collaborating Centre for Cancer
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A further analysis was undertaken to examine the effect on the analysis on shorter times to
diagnosis for false negatives (Table 14). This was done by reducing the probability of
transition between the undiagnosed CRC states using the formula to convert probability into
rates in order to divide by the appropriate time and then convert back to probabilities. The
results showed that being diagnosed early also had no overall effect on the results.

Table 14: Time to diaghosis scenario analysis

Most Cost
Parameter Change Made Effective Test
6 Months to diagnosis  Probability of undetected CRC Dukes A—B =0.17 FOBT
Probability of undetected CRC Dukes B — C = 0.21 FOBT
Probability of undetected CRC Dukes C-D = 0.35 FOBT
2 Months to diagnosis  Probability of undetected CRC Dukes A — B = 0.06 FOBT
Probability of undetected CRC Dukes B — C = 0.07 FOBT
Probability of undetected CRC Dukes C-D = 0.14 FOBT

Faecal immunochemical tests and safety netting analysis

In addition to the main analysis, the GDG wanted to explore the use of newer faecal occult
blood tests. Faecal immunochemical tests (FIT) are similar to guaiac based FOBT in their
design and sample collection however FIT detects globin in stool samples rather than heam.
FIT has been associated with a higher sensitivity and specificity than FOBT.

A literature review was undertaken to ascertain diagnostic accuracy of FIT. One paper was
identified in the additional literature review examining the diagnostic accuracy of FIT in a
symptomatic population. Oono et al 2010 conducted a retrospective analysis in symptomatic
patients and reported sensitivity of 74% and specificity of 86% for colorectal cancer. The
results of the additional analysis are presented in Table 15. It is shown that FIT is cost-
effective compared to colonoscopy.

Table 15: FIT compared to Colonoscopy

ICER
Investigation Total cost Total QALYs Inc cost Inc QALYs (E/Per QALY)
Colonoscopy £810,396.71 814.24
FIT £377,838.76 812.34 -£432,557.95 -1.90 £227,695.75

The GDG also wanted to analyse a safety netting strategy for people considered low risk for
colorectal cancer. In the previous suspected cancer guidance (CG27) people with a change
in bowel habit less than 50 years of age were not included in the recommendations for
colonoscopy. To reflect this, a safety net strategy was devised. No relevant evidence was
identified on safety netting therefore the GDG defined safety netting as; a referral for
colonoscopy if symptoms persist up to 4 weeks from initial presentation. The group estimated
that this strategy would be 100% sensitive but only 5% specific. The results of the additional
analysis are presented in Table 16. It is shown that safety netting is dominated by
colonoscopy. This means it is not cost-effective for this population.

Table 16: Safety netting compared to colonoscopy

ICER
Investigation Total cost Total QALYs Inc cost Inc QALYs (E/Per QALY)
Colonoscopy £810,396.71 814.24
Safety netting £855,360.93 814.24 £95,024.02 0.00 Dominated
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Figure 5 shows the difference in costs and QALYS of all investigation strategies from the
analysis compared to colonoscopy. The red line indicates the CE threshold of £20,000 per
QALY gained. It shows all investigations, apart from safety netting, sitting below the cost-
effectiveness threshold indicating cost effectiveness.

Figure 5: Cost-effectiveness Plane - All strategies

Cost-Effectiveness Plane

Difference in Costy

Difference in QALY

Table 17 uses the dominance rank method to establish the most cost-effective investigation.
It is shown that FIT becomes the most cost-effective investigation when compared to all
investigations. This is because the sensitivity and specificity of the test is higher than FOBT
resulting in more QALYs even though FIT is marginally more expensive. The results also
show that safety netting is the most expensive method of investigation due to the additional
GP visit and high number of false positives receiving colonoscopy.

Table 17: Dominance rank for all investigations

ICER (£/Per
Investigation Total cost  Total QALYs Inc cost Inc QALYs QALY)
FOBT £343,243.65 809.99
Barium enema £365,818.37 810.94 £22,574.72 0.95 £23,763
FIT £377,838.76 812.34 £34,595.11 2.35 £14,697
Flexible £707,371.11 811.81 £329,532.35 -0.53 DOMINATED
Sigmoidoscopy
CTC £711,795.26 814.38 £333,956.50 2.04 £164,012
Colonoscopy £810,396.71 814.24 £432,557.95 1.90 £228,122
Safety net £855,390.93 814.24 £477,552.17 1.90 £251,851

Probabilistic sensitivity analysis results

Probabilistic sensitivity analysis was also conducted to assess the combined parameter
uncertainty in the model. In this analysis, the mean values that are utilised in the base case
are replaced with values drawn from distributions around the mean values (see input tables
detailed in above sections for distribution parameters used in analysis).

The results of 10,000 runs of the probabilistic sensitivity analysis are shown using a cost-
effectiveness acceptability curve (CEAC). The graph shows the probability of each diagnostic
strategy being considered cost-effective at the various cost-effectiveness thresholds on the x
axis. It can be seen in Figure 6 that at a CE threshold of £20,000 per QALY, FOBT has a
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high probability of being cost-effective (77%). As the CE threshold increases beyond £20,000
per QALY CTC has a higher probability of being cost-effective.

Figure 6: Cost-effectiveness acceptability curve (CEAC): Base case results

Cost-effectiveness Acceptability Curve
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In Figure 7 CTC and flexible sigmoidoscopy are included in the PSA analysis. It is shown that
FOBT is still the most cost-effective test and £20,000 per QALY however as the CE threshold
increases CTC starts to become more cost-effective.

Figure 7: Cost-effectiveness acceptability curve (CEAC): All included investigations

Cost-effectiveness Acceptability Curve

Probability Cost ffective

Further analysis was undertaken to observe the influence of varying prevalence (Figure 8)
using a uniform distribution between the reported PPVs (0.02-15.7) from the literature review.
The probability of FOBT being the most cost effective test at £20,000 per QALY is greatly
reduced to 48%. This reflects the wide uncertainty within estimated prevalence for this cohort

of people.
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Figure 8: Cost-effectiveness acceptability curve (CEAC): Prevalence variation
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Figure 9 demonstrates the incremental costs and QALY's between barium enema and FOBT.
It demonstrates that the majority of incremental costs and QALYs for barium enema
compared to FOBT generated in the PSA fall above the cost-effectiveness threshold
demonstrating the strength of FOBT cost-effectiveness.

Figure 9: Cost-effectiveness plane: Barium Enema compared to FOBT
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Discussion

This analysis aimed to estimate the cost-effectiveness of diagnostic tests to diagnose
colorectal cancer for patients aged 40 years and over with a change in bowel habit in primary
care. The base case results of the model suggest FOBT and barium enema are cost-
effective compared to colonoscopy in people aged 40 and over with a change in bowel habit.
Using a dominance rank, FOBT was found to be the most cost-effective strategy.

The remaining investigations examined in the additional analysis were; CT colonography and
flexible sigmoidoscopy. Both were shown to be cost-effective compared to colonoscopy.
Upon analysis using the dominance rank method FOBT was again found to be the most cost-
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effective strategy. The results of the analysis were mainly influenced by sensitivity,
specificity, prevalence and costs. Tests with a high specificity reduce the overall cost of the
strategy due to the low number of false positives receiving further unnecessary expensive
investigations. Tests with high sensitivity increase the overall number of people diagnosed
with cancer thus increasing overall QALYs. FOBT was the most cost-effective investigation
because of its low cost and moderately high sensitivity and specificity. The increase in
cancer diagnosis between FOBT and the next cheapest, more specific investigation (barium
enema) was minimal meaning FOBT was more cost-effective than barium enema.

Further analysis included examining the cost effectiveness of FIT and safety netting. FIT was
found to be cost-effective compared to colonoscopy. Even though the group being examined
in this analysis have a very low probability of colorectal cancer, probably similar to a
screening population, the majority of evidence for this investigation is related to
asymptomatic people which are outside the scope of this analysis. When comparing FIT
against all investigations in the analysis it was shown to be the most cost-effective. FIT
sensitivity and specificity is reported as higher than FOBT but it is only marginally more
expensive meaning it was the most cost-effective test. Safety netting was also examined and
the results showed that safety netting is not cost-effective compared to colonoscopy.
However the result of this strategy needs to be interpreted with caution as no evidence was
found to support the assumptions made.

The results of the one-way sensitivity analysis suggested that the base case results were
sensitive to key parameters, these were; sensitivity, specificity, cost and prevalence.
However, the probabilistic sensitivity analysis showed that, at a threshold of £20,000 per
QALY, the probability of FOBT being the most cost-effective investigation was 76%.

It should be noted however that there are limitations to the analysis. As with most economic
analyses, the analysis is highly dependent upon the data on which it is based. The
prevalence of cancer in the population is one such uncertainty. In the base case analysis it
was assumed that the prevalence was 1.5%. The guideline group estimated this figure based
on the positive predicative value of the symptoms for colorectal cancer reported in the clinical
review. The true prevalence is likely to be somewhere within the reported range from the
literature. This was explored within the one way and probabilistic sensitivity analysis. The
analysis found that as prevalence increases tests which have a higher sensitivity become
more cost-effective.

Another uncertainty within the model is the diagnostic accuracy of barium enema. The results
of the analysis show that barium enema becomes the most cost-effective test if FOBT price
increases beyond its 95% upper confidence interval. Although the study used to inform
sensitivity and specificity was deemed suitable for inclusion due to its design and primary
care focus other high quality evidence on patients in secondary care show a much lower
specificity. This will reduce the likelihood of barium enema becoming the most cost-effective
test if the price of FOBT increases.

Furthermore all of the diagnostic accuracy values included in the model were associated with
a number of bias and validity issues. Two of the main issues to note relate to the patient
selection methods employed, some of which were not clearly consecutive or random and
may therefore bias the results. The other issue of concern relate to sub-optimal reference
standards, which may influence the results to an unknown extent.

There was also found to be a paucity of quality of life data in this area. This is a common
issue in cost-effectiveness evaluations but is nevertheless a significant one. The QoL values
applied in the model are all of generally low quality and so the estimated QALYs may not be
robustly estimated. However, the model is primarily driven by costs and diagnostic accuracy
and the influence of the QoL values is likely to be limited.

Other areas of uncertainty relate to the disease outcome in the model. Colorectal cancer was
the only outcome analysed as a consequence of the symptom profile. Other models in this
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area include adenoma detection which would result in annual colonoscopic surveillance as
there is an increased risk of patients with adenomas developing colorectal cancer. However
the guideline group felt that patients with adenomas would not necessarily present with a
change in bowel habit therefore it would be inappropriate to link these symptoms to the
outcomes of interest.

Conclusion

The results of the analysis suggest that faecal occult blood testing is cost-effective to detect
colorectal cancer in people aged 40 years and older with a change in bowel habit in primary
care. Barium enema, flexible sigmoidoscopy and computed tomography colonography were
all found to be cost-effect compared to colonoscopy however FOBT was the most cost
effective for this low risk population.
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Appendix B: Abbreviations

Cl
CT
FNA
GDG
ICER
LETR
NPV
PPV
PSA
QALY
QADAS

Confidence Interval

Computed Tomography

Fine Needle Aspiration

Guideline Development Group
Incremental Cost Effectiveness Ratio
Linking Evidence to Recommendations
Negative Predictive Value

Positive Predictive Value
Prostate-specific antigen

Quality Adjusted Life Years

Quality Assessment of Diagnostic Accuracy Studies
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Acid Reflux
A condition where acid from the stomach flows back into the oesophagus (gullet)

Anaemia
An abnormally low haemoglobin in the blood.

Axilla
The underarm area. It contains several nerves, blood vessels and other structures

Barium enema
An x-ray examination where a substance containing barium, which appears white on x-rays,
is given as an enema so that the outline of the bowel can be seen more clearly.

Barium swallow
An x-ray examination where a substance containing barium, which is white on x-rays, is
swallowed so that the oesophagus (gullet) and stomach can be seen more clearly.

Barrett’s oesophagus
This is a condition where the lining of the lower oesophagus( gullet) changes. This may make
oesophageal cancer more likely in the future.

Benign
Non-cancerous. Does not metastasise (spread to other organs) and treatment or removal is
usually curative.

Benign prostatic hyperplasia
A non-cancerous condition, common in older men, where the prostate gland enlarges. It can
affect the flow of urine and lead to urinary symptoms.

Bias

Influences on a study that can lead to invalid conclusions about a treatment or intervention.
Bias in research can make a treatment look better or worse than it really is. Bias can even
make it look as if the treatment works when it actually doesn’t. Bias can occur by chance or
as a result of systematic errors in the design and execution of a study. Bias can occur at
different stages in the research process, e.g. in the collection, analysis, interpretation,
publication or review of research data.

Bilateral
On both the left and the right sides of the body

Biopsy
Removal of a sample of tissue from the body to assist in diagnosis of a disease.

Blood film
A thin layer of blood put on a microscope slide so that the individual blood cells can be
examined

Bone marrow
An organ that exists in the hollow centres of bones and produces blood cells

Bone marrow biopsy
The removal of a sample of bone marrow for examination. This is usually done by putting a
needle into the inside of a bone such as the pelvis
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Bronchoscopy
An examination where a device is inserted through the nose or mouth into the airways of the
lung so that they can be seen directly. A biopsy can be taken.

Cerebellar
Pertaining to the cerebellum, a region of the brain that is involved in coordination and
balance

CT Colonography
A test where a CT scanner is used to provide detailed x-ray images of the colon and rectum.

Colonoscopy
An examination where a device is inserted through the anus into the rectum and colon so
that they can be seen directly. A biopsy may be taken.

Cost benefit analysis

A type of economic evaluation where both costs and benefits of health care treatment are
measured in the same monetary units. If benefits exceed costs, the evaluation would
recommend providing the treatment.

Cost effectiveness analysis

A type of economic evaluation that compares the costs and benefits of different treatments.
In cost-effectiveness analysis benefits are measured in clinical outcome units, for example,
additional heart attack prevented, life years gained, etc. When a new treatment is compared
with current care, its additional costs divided by its additional benefits is called the cost
effectiveness ratio.

Cost utility analysis

A special form of cost effectiveness analysis where benefit is measured in quality adjusted
life years. A treatment is assessed in terms of its ability to extend or improve the quality of
life.

Cystoscopy

An examination where a device is inserted through the opening of the urethra (urine tube)
and into the bladder so that the inside of the bladder can be seen directly. A biopsy may be
taken.

Dermatoscopy
An examination with a magnifying instrument so that areas of the skin can be seen more
clearly

Digital rectal examination (DRE)
An examination where a gloved finger is inserted into the anus so that nearby structures can
be felt.

Duodenum
The part of the intestine into which the stomach empties.

Dyspepsia

Also known as indigestion, dyspepsia is the feeling of a disturbance of acid levels in the
stomach or the oesophagus (gullet). This is often experienced as a burning sensation in the
upper abdomen or the chest.

Dysphagia

Pain or difficulty in swallowing, particularly a feeling of food sticking in the gullet
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Dysuria
Pain on passing urine

Economic evaluation
Economic evaluation is a comparative analysis of costs and consequences of each
alternative in order to provide explicit criteria for making choices.

Endocrine
Relating to the production by organs in the body of hormones that go into the blood stream

Equivocal
A symptom and/or sign that has more than one equally plausible explanation, or in which the
explanation is uncertain.

Erectile dysfunction
The inability to develop or maintain an erection of the penis.

Erythrocyte sedimentation rate
A blood test that measures inflammation.

Excision biopsy
The removal of an entire lesion and subsequent examination to assist diagnosis

Exocrine
Relating to the production of substances that are secreted to the outside of the body or into a
hollow organ such as the intestine

Evidence based
The process of systematically finding, appraising, and using research findings as the basis
for clinical decisions.

Evidence table

A table summarising the results of a collection of studies which, taken together, represent the
evidence supporting a particular recommendation or series of recommendations in a
guideline.

Gammopathy
An excess production of antibodies, usually of a single type

Haematemesis
Vomiting blood

Haematuria
Blood in the urine

Haemoptysis
Coughing up of blood or of blood-stained sputum.

Health economics

The study of the allocation of scarce resources among alternative health care treatments.
Health economists are concerned with both increasing the average level of health in the
population and improving the distribution of health.

Hepatitis

© National Collaborating Centre for Cancer
26





Suspected cancer
Glossary

Inflammation of the liver. This is often caused by viral infections, alcohol or other poisonous
substances or abnormal immune processes.

Hepatosplenomegaly
Enlargement of both the liver and the spleen

Iron deficiency anaemia
An abnormally low haemoglobin in the blood accompanied by reduced iron stores in the
body.

Likelihood ratio

This is the chance of someone with a particular cancer, having a particular symptom
compared to the chance of someone without the particular cancer, having the same
symptom.

Lymph
Almost colourless fluid that bathes body tissues and is carried by lymphatic vessels. It
contains cells that help fight infection and disease.

Lymph nodes or glands
Small bean-shaped organs located along the lymphatic system. Nodes filter bacteria or
cancer cells that might spread through the lymphatic system and to other parts of the body.

Lymphadenopathy
Enlargement of lymph nodes. This is commonly referred to as “swollen glands” and can
affect many sites on the body

Lymphoid leukaemia
A form of blood cancer that affects lymphocytes, a sort of white blood cell.

Myeloid leukaemia
A form of blood cancer that affects granulocytes or monocytes, two sorts of white blood cell

Magnetic Resonance Imaging (MRI)

A special imaging technique used to image internal structures of the body, particularly the
soft tissues. An MRI image is often superior to a normal plain x-ray image. Images are very
clear and are particularly good for soft tissue, brain and spinal cord, joints and abdomen.
These scans may be used for detecting some cancers or for following their progress.

Malignant
Tumours can be malignant or benign. Malignant tumours are cancerous and are likely to
spread both locally and to other parts of the body. Benign tumours are not.

Mammography
An x-ray examination of breast tissue

Median sulcus
This literally means “the gully in the middle” and in this guidance refers to the groove on the
prostate gland. It can also refer to grooves in other parts of the body.

Melanoma
A melanoma is, in its simplest form, a mole. Malignant melanoma is a cancer of mole cells
and is sometimes referred to just as melanoma. This can be a source of confusion.

Mesotheliomas
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These are cancers of the lining of the chest cavity (the pleura) or the lining of the abdominal
cavity (the peritoneum).

Meta analysis

Results from a collection of independent studies (investigating the same issue) are pooled,
using statistical techniques to synthesise their findings into a single estimate of an effect.
Where studies are not compatible e.g. because of differences in the study populations or in
the outcomes measured, it may be inappropriate or even misleading to pool statistically
results in this way.

Metastases
Where a cancer spreads from one part of the body to another, the new growths are known as
metastases.

Neuroendocrine
Relating to the nervous system and the hormonal system in the body.

Nocturia
Needing to pass urine during the night.

Nodular melanomas
This is a particularly aggressive form of malignant melanoma. It is generally raised and may
have lost its pigmentation.

Nodule
A spherical or near-spherical abnormality in an organ, often seen in the lungs. They may be
benign or malignant and can represent metastatic disease.

Odds Ratio (OR)
The odds of an event among an exposed population to the odds among the unexposed.

Pallor
The appearance of looking pale.

Paraproteins
An excess amount of a single antibody protein

Peritoneal
Relating to the inner lining of the abdomen

Persistent

‘Persistent’ as used in the recommendations in this guideline refers to the continuation of
specified symptoms and/or signs beyond a period that would normally be associated with
self-limiting problems. The precise period will vary depending on the severity of symptoms
and associated features, as assessed by the health professional.

Petechiae
Small bleeding points within the skin. These are usually multiple.

Pigmented lesion
An area of the skin which is darker than its surrounding skin. A mole is an example.

Plasma cells
The type of white blood cell which produces antibodies

Plasma viscosity
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A blood test that measures inflammation

Platelets
The small blood cells involved in stopping bleeding

Pleural
Relating to the inner lining of the chest

Positive predictive value

This is the chance of having the disease when someone has a given symptom. It is generally
expressed as a percentage. Positive predictive values are influenced by two main factors:
how common the disease is and how predictive the symptom is.

Precursor lesion
An abnormality which is not cancer, but may develop into cancer

Primary care
Primary care covers a range of services provided by GPs, nurses and other health care
professionals, dentists, pharmacists and opticians.

Proctoscopy
An examination where a short device is inserted through the anus into the rectum so that
they can be seen directly. A biopsy may be taken.

Progressive
Getting worse over time.

Prostate specific antigen (PSA)
A blood test giving an indication of the chance of having prostate cancer

Protein electrophoresis
A test on proteins in the blood that can help to diagnose myeloma

Pruritus
ltch

Quality adjusted life years (QALYS)

A measure of health outcome. QALYS are calculated by estimating the number of years of
life gained from a treatment and weighting each year with a quality of life score between zero
and one.

Rare
A disease or a cancer that affects fewer than 1 in 2000 people

Recurrent
A symptom and/or sign that resolves then returns.

Regional lymph nodes

Relative risk (RR)
Ratio of the risk of an event among an exposed population to the risk among the unexposed.

Safety netting
a process where people at low risk, but not no risk, of having cancer are actively monitored in
primary care to see if the risk of cancer changes.
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Sarcomas
A particular type of cancer, usually affecting muscles or bones

Sensitivity

In diagnostic testing, it refers to the chance of having a positive test result given that you
have the disease. 100% sensitivity means that all those with the disease will test positive, but
this is not the same the other way around. A patient could have a positive test result but not
have the disease — this is called a ‘false positive’. The sensitivity of a test is also related to its
‘negative predictive value’ (true negatives) — a test with a sensitivity of 100% means that all
those who get a negative test result do not have the disease. To judge fully the accuracy of a
test, its Specificity must also be considered.

Specificity

In diagnostic testing, it refers to the chance of having a negative test result given that you do
not have the disease. 100% specificity means that all those without the disease will test
negative, but this is not the same the other way around. A patient could have a negative test
result yet still have the disease — this is called a ‘false negative’. The specificity of a test is
also related to its ‘positive predictive value’ (true positives) — a test with a specificity of 100%
means that all those who get a positive test result definitely have the disease. To judge fully
the accuracy of a test, its Sensitivity must also be considered.

Tenesmus
A sensation of repeatedly or constantly needing to open the bowels

Thrombocytopaenia
A low level of blood platelets (small blood cells involved in stopping bleeding)

Thrombocytosis
A raised level of blood platelets (small blood cells involved in stopping bleeding)

Thrombo-embolism

Thromboses are abnormal blood clots in the veins. These can break off and block the blood
flow, especially in the lungs. This is called embolism

Trigger for referral

A symptom or sign that is sufficient to indicate the need for either urgent or non-urgent
referral.

Ultrasound
A test that uses sound waves to create images of organs and structures inside your body.

Unexplained

When used in a recommendation, unexplained refers to a symptom(s) and/or sign(s) that has
not led to a diagnosis being made by the primary care professional after initial assessment of
the history, examination and primary care investigations (if any).

Upper gastrointestinal endoscopy
An examination where a device is inserted through the mouth and down to the oesophagus
(gullet), stomach and duodenum, so that they can be seen directly. A biopsy may be taken.

Urinary frequency
Passing urine more often than normal

Urinary tract
The organs involved in the production and passing of urine
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Appendix D: Guideline Scope

Guideline scope 2015

Guideline title

Suspected cancer: recognition and management of suspected cancer in children, young
people and adults

Short title

Suspected cancer

The remit

This is a partial update of 'Referral guidelines for suspected cancer' (NICE clinical guideline
27).

This update is being undertaken as part of the guideline review cycle.
Clinical need for the guideline

Epidemiology

There were 309,527 people diagnosed with cancer in the UK in 2008. More than 1 in 3
people will develop some form of cancer in their lifetime.

On average less than 10% of people referred from primary care with suspected cancer are
found to have cancer after definitive investigation. The proportion of suspected cancers that
are actually diagnosed as cancer varies with the site, from over 50% for prostate cancer to
less than 10% for laryngeal cancer. This reflects how specific the initial symptoms,
examination findings and GP investigations are for identifying cancer at these two sites.

Cancer diagnosis is difficult, as the symptoms of cancer can also be the symptoms of benign
conditions. No diagnostic tests or guidance can achieve 100% sensitivity (identifying all
cancers) or 100% specificity (correctly identifying al those without cancer).

Current practice

In February 2011 NICE completed its review of 'Referral guidelines for suspected
cancer'(NICE clinical guideline 27) and concluded that it needed to be updated. The reasons
for this include the publication of new evidence since 2005 on signs and symptoms
associated with a range of cancer types and new evidence on initial investigation. Also
stakeholders highlighted a variation in the level of implementation of the recommendations
and a desire for a more symptom-based guideline.

Other reasons why the original clinical guideline has not proved to be as successful as was
hoped include the following:

e The symptoms of cancer are very common in primary care and usually due to non-cancer
diagnoses (for example, less than 5% of people with symptoms of haemoptysis have lung
cancer).

e Many people with suspected cancer are referred from primary care to secondary care
using the criteria set out in ‘Referral guidelines for suspected cancer' (NICE clinical
guideline CG27). However this guideline was structured around cancer type rather than
presenting signs and symptoms so the guideline user had to first think in terms of cancer,
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then consider the site and finally compare the person’s symptoms with those in the
guideline.

The Department of Health Cancer Reform Strategy, published in December 2007,
highlighted that cancer survival in England compares poorly with that of comparable
countries. One reason for this is that symptomatic patients in England are believed to present
to the health service when their disease is more advanced, which has an impact on the
potential for successful treatment, on patient outcomes, and on resources.

Based on analyses of 5-year survival rates in Europe, it has been estimated that up to
10,000 deaths could be avoided per year in England if the best survival rates in Europe were
achieved.

The Department of Health initiative on early diagnosis of cancer —The National Awareness
and Early Diagnosis Initiative (NAEDI) —aims to enable health professionals to diagnose
cancer earlier. It does this through:

¢ public awareness campaigns, so that people become more aware of cancer symptoms
e GP developments to improve quality, such as the national cancer GP diagnosis audit

e improving GP access to diagnostic investigations, such as scans

e research including international comparisons.

The updated clinical guideline will support NAEDI, and will be structured around the
symptoms that patients present with, which complements the public awareness work of
NAEDI.

Because the likelihood of cancer is low for individual symptoms, this guideline will advise on
symptom clusters. In addition, there will be advice on 'safety netting' when the initial evidence
for immediate referral is inadequate.

New evidence on cancer risk based on symptom clusters should allow the development of a
more practical guideline that will aid rapid diagnosis of people with suspected cancer.

The guideline

The guideline development process is described in detail on the NICE website (see section
6, ‘Further information’).

This scope defines what the guideline will (and will not) examine, and what the guideline
developers will consider. The scope is based on the referral from the Department of Health.

The areas that will be addressed by the guideline are described in the following sections.
Population

Groups that will be covered

¢ Children (from birth to 15 years), young adults (aged 16—24 years) and adults (aged 25
years and over) presenting to primary care with signs or symptoms of suspected cancer.

e Subgroups that are identified as needing specific consideration will be considered during
development but may include:

o older people

o people with cognitive impairment

o people with multiple morbidities

o people from lower socioeconomic groups.
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Groups that will not be covered
e People who have been referred to secondary care for specialist management.
o People who present for the first time outside of the primary care setting.

D.1.4.2 Healthcare setting

All primary care settings in which NHS care is delivered. This includes general practice, NHS
dental services, community pharmacies and opticians carrying out NHS work.

D.1.4.3 Clinical management

Key clinical issues that will be covered

The intention is to produce a guideline structured around signs and symptoms that should
prompt consideration of the likelihood of cancer in a person presenting to NHS staff in
primary care.

Areas from the original guideline that will be updated
e Cancer in children and young people.

¢ The initial investigations that contribute to the assessment of patients prior to, or in
association with, referral for suspected cancer, where clinical responsibility is retained by
primary care.

o Immediate referral to secondary care using the existing fast-track (2-week wait) referral
system.

¢ Signs and symptoms that indicate the possibility of a cancer diagnosis, including:
o abdominal distension
o abdominal pain

o abnormal bleeding (including, haemoptysis, haematuria, gastrointestinal and vaginal
bleeding)

appetite loss

bone or skeletal pain

breast signs and symptoms
changing skin lesions

chest wall or rib pain

confusion

constipation

cough

diarrhoea

dysphagia

dyspnoea

epigastric pain (including dyspepsia)
fatigue

focal neurological signs

headache

heartburn

hoarseness

imbalance

infections suggesting immunocompromise
jaundice

c 0 o o o o o 0o 0O OO O O o0 o o o o o o
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o lower urinary tract symptoms

o lumps (including breast, neck, abdominal, bony and soft-tissue masses, unexplained
lymphadenopathy)

pain at multiple sites

pathological fracture

pelvic mass

pelvic pain

persistent mouth ulceration

personality disturbance

seizures

shortness of breath

thromboembolism

visual disturbance

vomiting

weight loss.

e Abnormal blood test results that indicate the possibility of a cancer diagnosis, including:

anaemia

abnormal liver function tests

hypercalcaemia

raised levels of inflammatory markers

thrombocytosis.

¢ Information needs of:
o patients who are referred for suspected cancer, and their family and carers
o patients who are being monitored in primary care, and their family and carers.

o O 0O o o O 0O 0O O 0o O ©

0O O O O O

Areas not in the original guideline that will be included in the update

e Follow-up plans (including ‘safety-netting’) for patients whose care is managed in primary
care without referral for definitive investigation.

Areas in the original guideline that will not be updated but will appear in the final
guideline

¢ The diagnostic process (recommendations 1.2.5-1.2.12).

Clinical issues that will not be covered
e The organisation or effectiveness of screening programmes for cancer.

¢ Referral for suspected recurrence or metastases in previously diagnosed cancer, or
referral for palliative care.

D.1.4.4 Main outcomes
e Health-related quality of life.
e Sensitivity of symptoms/signs and diagnostic tests
¢ Specificity of symptoms/signs and diagnostic tests
o Positive predictive value of symptoms/signs and diagnostic tests
¢ Negative predictive value of symptoms/signs and diagnostic tests
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D.1.45 [Economic aspects

Developers will take into account both clinical and cost effectiveness when making
recommendations involving a choice between alternative interventions. A review of the
economic evidence will be conducted and analyses will be carried out as appropriate. The
preferred unit of effectiveness is the quality-adjusted life year (QALY), and the costs
considered will usually be only from an NHS and personal social services (PSS) perspective.
Further detail on the methods can be found in 'The guidelines manual' (see ‘Further
information’).

D.1.4.6 Status

Scope

This is the final scope.

Timing
e The development of the guideline recommendations will begin in June 2012.

D.1.5 Related NICE guidance
D.1.5.1 Published guidance

NICE guidance to be updated

This guideline will update and replace the following NICE guidance:
o Referral guidelines for suspected cancer (NICE clinical guideline 27 (2005).

Depending on the evidence reviewed, this guideline may update and replace parts of the
following NICE guidance:

¢ Lung cancer. NICE clinical guideline 121 (2011). (Recommendations 1.1.1-1.1.6)

NICE guidance to be incorporated

This guideline will incorporate parts of the following NICE guidance:

e Ovarian cancer. NICE clinical guideline 122 (2011). (Recommendations 1.1.1.1-1.1.1.5
and 1.1.2.1-1.1.2.4).

Other related NICE guidance
e Ovarian cancer. NICE quality standard (2012)

¢ Lung cancer for adults. NICE quality standard (2012)Patient experience in adult NHS
services. NICE clinical guideline 138. (2012).

e Breast cancer. NICE quality standard (2011)
e Colorectal cancer. NICE clinical guideline 131 (2011).

e Colonoscopic surveillance for prevention of colorectal cancer in people with ulcerative
colitis, Crohn's disease or adenomas. NICE clinical guideline 118 (2011).

e Metastatic malignant disease of unknown primary origin. NICE clinical guideline 104
(2010).

e Lower urinary tract symptoms. NICE clinical guideline 97 (2010).

e Improving outcomes for people with skin tumours including melanoma. NICE cancer
service guidance (2010).

e Advanced breast cancer. NICE clinical guideline 81 (2009).
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Early and locally advanced breast cancer. NICE clinical guideline 80 (2009).
Metastatic spinal cord compression. NICE clinical guideline 75 (2008).

Improving outcomes for people with skin tumours including melanoma. NICE cancer
service guidance (2006).

Improving outcomes for people with brain and other CNS tumours. NICE cancer service
guidance (2006).

Improving outcomes for people with sarcoma. NICE cancer service guidance (2006).

Improving outcomes in children and young people with cancer. NICE cancer service
guidance (2005).

Improving supportive and palliative care for adults with cancer. NICE cancer service
guidance (2004).

Improving outcomes in head and neck cancers. NICE cancer service guidance (2004).
Improving outcomes in colorectal cancer. NICE cancer service guidance (2004).
Improving outcomes in haematological cancers. NICE cancer service guidance (2003).
Improving outcomes in urological cancers. NICE cancer service guidance (2002).
Improving outcomes in breast cancer. NICE cancer service guidance (2002).

Guidance on commissioning cancer services: improving outcomes in lung cancer: the
manual. Department of Health (1998).Available from: www.dh.gov.uk

Improving outcomes in gynaecological cancers. Cancer service guidance (1999).
Department of Health, National Cancer Guidance Steering
Group.http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyA
ndGuidance/DH_4005385

Improving outcomes in upper gastro-intestinal cancers. Cancer service guidance (2001).
Department of
Health.http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyA
ndGuidance/DH_4010025

Guidance under development

NICE is currently developing the following related guidance (details available from the NICE
website):

Neutropenic sepsis. NICE clinical guideline. Publication expected August 2012.

Familial breast cancer (update). NICE clinical guideline. Publication expected April 2013.
Prostate cancer (update). NICE clinical guideline. Publication date to be confirmed.
Bladder cancer. NICE clinical guideline. Publication date to be confirmed.

Further information

Information on the guideline development process is provided in the following documents,
available from the NICE website:

‘How NICE clinical guidelines are developed: an overview for stakeholders the public and
the NHS’

‘The guidelines manual'.

Information on the progress of the guideline will also be available from the NICE website.
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Guideline scope 2005

Guideline title

Referral guidelines for suspected cancer.

Short title

Referral guidelines for suspected cancer.

Background

The Institute’s clinical guidelines will support the implementation of National Service
Frameworks (NSFs) in those aspects of care where a Framework is to be published. The
statements in each NSF reflect the evidence that was available at the time the Framework
was prepared.

The National Institute for Clinical Excellence (‘NICE’ or ‘the Institute’) has commissioned the
National Collaborating Centre for Primary Care to develop referral guidelines for suspected
cancer for use in the NHS in England and Wales. This follows referral of the topic by the
Department of Health and Welsh Assembly Government. The guideline will provide
recommendations for good practice that are based on the best available evidence of clinical
and cost effectiveness.

The guideline will be an update of previously published guidelines,(2) following a
commitment in the NHS Cancer Plan that these guidelines would be reviewed by NICE. The
new guideline will take account of new research evidence and the findings of audits
undertaken since the publication of the previous guideline.

Both the Department of Health and the Welsh Assembly Government have introduced
policies on the urgent referral of patients with suspected cancer.

Clinical need for the guideline

Cancer was responsible for a quarter of all deaths in England and Wales in 1997, and for
over half of all deaths among women between 45 and 55 years of age.(7) The incidence of
new cases of cancer increased by 12% in males and 28% in females between 1960 and
1997. For some cancers, mortality rates in the UK compare unfavourably with those in other
countries.

Delays of three to six months between the onset of symptoms and diagnosis are associated
with worse survival rates in breast cancer.(8) However, evidence about the influence of
relatively short delays in other cancers is less clear. The initial symptoms of some cancers
can be difficult to distinguish from the symptoms of other more common disorders,(9) and
delays can occur between the first presentation and referral for suspected cancer. In a study
of the time between presentation and treatment of six common cancers in general practice,
the median number of days between presentation of the first symptom or sign and initiation
of referral was 0 days for breast, 28 days for large bowel, 31 days for lung, 84 days for
oesophageal, 20 days for prostate and 66 days for stomach cancer.(10)

Survival rates for some cancers are lower than elsewhere in Europe, and patients in the UK
may have more advanced disease at the time of diagnosis or treatment.(11;12)

The guideline

The guideline development process is described in detalil in three booklets that are available
from the NICE website (see ‘Further information’).
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The Guideline Development Process — Information for Stakeholders describes how
organisations can become involved in the development of a guideline. This document is the
scope. It defines exactly what this guideline will (and will not) examine, and what the
guideline developers will consider. The areas that will be addressed by the guideline are
described in the following sections.

Population

Groups and categories that will be covered

Patients in all age groups suspected of having one of the cancers covered by the guideline
will be included.

The guideline will cover the following cancers:
e lung

e upper gastrointestinal cancers

e |ower gastrointestinal cancers

e breast cancer

e gynaecological cancers

¢ urological/renal cancers

e haematological malignancies

e skin cancers

¢ head and neck including oral cancers

¢ brain/central nervous system malignancies
e sarcomas

¢ children’s and young people’s malignancies.

Groups and categories that will not be covered

The guideline will not cover:

¢ the organisation or effectiveness of screening schemes for cancer

¢ the tests undertaken after referral, therefore definitive diagnosis will not be covered
o referral for suspected recurrence or metastases in previously

o diagnosed cancer, or referral for palliative care.

Healthcare setting

¢ The guideline will cover the care received from primary healthcare professionals who have
direct contact with, and make decisions concerning, the referral of people with suspected
cancer.

e The guideline will address care in primary care prior to referral for specialist assessment,
but will not address care after referral in secondary and tertiary centres.

e The guideline will also be relevant to healthcare professionals in secondary care who
suspect a patient they are managing for another condition also has cancer, and in whom
referral to another specialist would be indicated.

e The guideline will also be relevant to the work, but will not cover the practice, of those
working in:
o accident and emergency departments
o walk-in centres
o NHS Direct
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o voluntary sector
o occupational health

o other health professionals who may encounter patients with symptoms of cancer, for
example allied health professionals, dentists, clinicians in secondary care and
pharmacists.

Clinical management

The guideline will address:

e the symptoms, signs and other factors that should prompt consideration of the need for
referral, taking into account variation in risk by age and ethnic group

¢ the initial investigations that contribute to the assessment of patients prior to, or in
association with, urgent referral for suspected cancer

¢ interventions intended to help healthcare professionals appropriately identify patients
needing urgent referral for suspected cancer

¢ the need for urgent referral, and the consequences of delay in referral

¢ the information and support needs of patients who are referred for suspected cancer and
their families

¢ the monitoring of patients after referral but before the first specialist assessment will be
considered in the guideline

Audit support within guideline

The guideline will include review criteria and advice.
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Appendix E: People and organisations
Involved in production of the guideline

E.1 Members of the 2015 Guideline Development Group

GDG Chair

Dr Steve Hajioffj Consultant in Public Health Medicine, London
Dr Orest Mulka Retired General Practitioner

GDG Lead Clinician

Professor Willie Hamilton Professor of Primary Care Diagnostics,

University of Exeter
Group Members
Lay Member ' Patient/carer member

Nicki Doherty Lead Cancer Manager Rotherham NHS
Foundation Trust™, General Manager, Barnsley
NHS Foundation Trust"

Dr Jeanne Fay General Practitioner, Oxford
Susan Hay Patient/carer member
Dr Georgios (Yoryos) Lyratzopoulos Senior Clinical Research Associate / Honorary

Consultant in Public Health, Department of
Public Health and Primary Care, University of

Cambridge

David Martin Patient/carer member

Dr Joan Meakins General Practitioner, York

Dr Richard Osborne Consultant Medical Oncologist, Dorset Cancer
Centre®

Dr Euan Paterson General Practitioner, Glasgow

Dr Liliana Risi General Practitioner, London

Dr Karen Sennett General Practitioner, London

Dr Lindsay Smith General Practitioner, Somerset

Dr Stuart Williams Consultant Radiologist, Norfolk & Norwich

University Hospital

! September 2013 - present

k January 2012 — June 2013

' June 2012 — March 2013

m January 2012 — June 2013;

n November 2013 - present

° Chaired meeting 23 & 24 July 2013
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Willie Hamilton

Willie Hamilton

Willie Hamilton

Willie Hamilton
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men.
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PLC. Provider of
shared decision
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Research grant
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Declare and can
participate in
discussion on all
guideline topics as
treatment is not being
investigated by the
guideline

Declare and can
participate in
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guideline topics as the
guideline will not be
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patient experience.
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guideline topics as the
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investigating generic
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guideline topics as the
guideline will not be
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guideline topics as not
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Decision taken
monies received does
not exceed an
unreasonable amount.

Declare and can
participate in
discussion on all
guideline topics as the
guideline will not be
investigating treatment
of ovarian cancer.

Declare and can
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guideline topics as the
guideline will not be
investigating treatment
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guideline will not be
reviewing any drug
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guideline will not be
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guideline topics as
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This document is an update of the search strategy which accompanied NICE clinical
guideline 27 (published June 2005) and will replace it.

Evidence has been reviewed on the recognition and management of suspected cancer
in children, young people and adults. New search strategies developed as part of this
update are highlighted in peach. You are invited to comment on the highlighted text only.
Appendix J3 contains an example search strategy from the 2005 guideline which is
being deleted as it has been updated.

The original NICE guideline and supporting documents are available from
http://www.nice.org.uk/quidance/CG27
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What are the information needs of:
- Patients who are referred for suspected cancer and their carers/families, and

- Patients who are being monitored (for suspected cancer) in primary care and their

carers/families?

Question no: Patient Information

1. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 1980-2013 1575 93 11/07/2013
Premedline 1980-2013 95 3 11/07/2013
Embase 1980-2013 799 33 09/09/2013
Cochrane Library 1980-2013 874 0 09/09/2013
Psychinfo 1980-2013 133 3 09/09/2013
Web of Science (SCI & SSCI) | 1980-2013 38 0 09/09/2013
and ISI Proceedings

Websites etc 18 09/09/2013

Total References retrieved (after de-duplication): 142

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-27/082014 | 70 24 27/082014
Premedline 2013-27/082014 | 89 22 27/082014
Embase 2013-27/082014 | 125 31 27/082014
Cochrane Library 2013-27/082014 | 279 1 27/082014
Psychinfo 2013-27/082014 | 22 7 27/082014
Web of Science (SCI & SSCI) | 2013-27/082014 | 4 1 27/082014

Total References retrieved (after de-duplication): 56

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/

. exp Family Practice/

A ow N

. exp Physicians, Primary Care/
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. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

.17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 and 26

. choice behavior/

. decision making/

. exp decision support techniques/

. ((patient* or consumer®) adj3 (decision* or choice or preference or participation)).tw.

. ((personal or interpersonal or individual) adj3 (decision* or choice or preference* or participat*)).tw.

. (decision* adj3 (aid* or support®)).tw.

. exp Patient Participation/

. Pamphlets/

. exp Audiovisual Aids/

. exp Internet/

. exp Self-Help Groups/

. (support* adj2 (group* or meet*)).tw.

. exp Patient Education/mt [Methods]
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41. ((inform* or support*) adj2 (tool* or method* or group®)).tw.

42. (leaflet® or diary or diaries or booklet* or guidebook* or sheet* or pamphlet* or flyer* or flier).tw.

44,

(
(

43. (prompt* or coach®).tw.
(checklist® or check list*).tw.
(

45. (written or write).tw.

46. question®.tw.

47. (card® or helpcard®).tw.

48. (video* or tape* or cd* or film* or dvd* or telephone* or phone* or computer* or internet or electronic).tw.
49. communication/

50. communicat*.tw.

51. (information adj3 need*).tw.

52. information material*.tw.

53.
54.

patient* adj3 information).tw.

information adj3 web*).tw.

56.
57.

(
(
55. (information adj3 print*).tw.
(information adj3 electronic*).tw.
((patient* or care*) adj pathway*).tw.
58. information deliver*.tw.
59. interactive session®.tw.
60. 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49
or 50 or 51 or 52 or 53 or 54 or 55 or 56 or 57 or 58 or 59
61. 27 and 60

62. limit 61 to yr="1980 -Current”

2. Health Economics Literature search details

A Health Economics search was not required for this topic.

1
2
3

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary
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Question title: What safety-netting strategies are effective in primary care for patients being monitored for suspected

cancer?

Question no: Safety netting

3. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 1980-2013 362 51 03/07/2013
Premedline 1980-2013 79 9 04/07/2013
Embase 1980-2013 548 21 04/07/2013
Cochrane Library 1980-2013 27 1 04/07/2013
Psychinfo 1980-2013 35 3 04/07/2013
Web of Science (SCI & SSCI) | 1980-2013 567 8 04/07/2013
and ISI Proceedings

Websites, Cancer networks 12 08/07/2013

Total References retrieved (after de-duplication): 85

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 2013-27/08/2014 | 49 5 27/08/2014
Premedline 2013-27/08/2014 | 67 5 27/08/2014
Embase 2013-27/08/2014 | 98 10 27/08/2014
Cochrane Library 2013-27/08/2014 | 4 0 27/08/2014
Psychinfo 2013-27/08/2014 | 13 3 27/08/2014
Web of Science (SCI & SSCI) | 2013-27/08/2014 | 132 24 27/08/2014
and ISI Proceedings

Websites, Cancer networks 7 27/08/2014

Total References retrieved (after de-duplication): 35

Medline search strategy (This search strategy is adapted to each database.)

Cancer Type OR Symptoms AND Suspected AND Primary Care

1. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

2
3
4
5. exp General Practice/
6. exp Physicians, Family/
7

. exp General Practitioners/
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8. exp "Referral and Consultation”/

9. ((primary or communit$) adj5 care).ti,ab.

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

safe* net*.tw.

exp "Continuity of Patient Care"/

(Ongoing adj care®).tw.

Surveillance*.tw.

exp Watchful Waiting/

(Watch* adj1 waiting®). tw.

(Wait* adj1 see*).tw.

(High adj risk adj patient®).tw.

exp Diagnostic Errors/

Diagnostic error*.tw.

Monitor*. tw.

Deferred refer*.tw.

(persisten® adj3 symptom®).tw.

(Time* adj2 re?apprais®).tw.

(False adj negative®).tw.

observ*.tw.

exp Follow-Up Studies/
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44,
45,
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.

(follow adj up).tw.

27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44

exp Fatigue/

(appetite adj3 loss*).tw.

(fatig® or tired* or exhaust* or letharg* or langui® or lassitude or listless®).tw.

exp Weight Loss/

(weight adj3 loss*).tw.

exp Thromboembolism/

raised level* inflammatory marker*.tw.
exp Anemia/

((blood adj clot*) or thromboembolism*).tw.
(iron deficien* or anaemi* or anemi*).tw.
exp Thrombocytosis/

exp Hypercalcemia/

hypercalcem®.tw.

(mass* or lump* or bump*).tw.
lymphadeno*.tw.

(chest adj1 pain*).tw.

(rib adj1 pain*).tw.

cough®.tw.

exp Dyspnea/

(shortness adj1 breath®).tw.

exp Hemoptysis/

h?emoptysis*. tw.

hoars*.tw.

(abdomin* adj2 distension*).tw.
(abdomin* adj2 pain*).tw.

exp Hepatomegaly/
Hepatomegaly*.tw.

exp Jaundice/

jaundice®.tw.

exp Liver Function Tests/

liver function test*.tw.

vomiting®.tw.

bowel obstruction*.tw.

((bone or skeletal) adj1 pain*).tw.
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80. pathological fracture*.tw.

81. confusion*.tw.

82. exp Confusion/

83. focal neurological sign*.tw.

84. headache®.tw.

85. imbalance®.tw.

86. personality disturbance®.tw.

87. exp Lethargy/

88. Sleep Disorders/

89. hyper?somnolence*.tw.

90. visual disturbance®.tw.

91. exp Seizures/

92. seizure*.tw.

93. exp "Signs and Symptoms"/

94. 46 or 47 or 48 or 49 or 50 or 51 or 52 or 53 or 54 or 55 or 56 or 57 or 58 or 59 or 60 or 61 or 62 or 63 or 64 or 65 or 66 or 67
or 68 or 69 or 70 or 71 or 72 or 73 or 74 or 75 or 76 or 77 or 78 or 79 or 80 or 81 or 82 or 83 or 84 or 85 or 86 or 87 or 88 or 89 or
90 or 91 or 92 or 93

95. exp Carcinoma, Basal Cell/

96. exp Carcinoma, Squamous Cell/

97. exp Urinary Bladder Neoplasms/

98. exp Brain Neoplasms/

99. exp Central Nervous System Neoplasms/
100. exp Breast Neoplasms/

101. exp Uterine Cervical Neoplasms/

102. exp Colorectal Neoplasms/

103. exp Endometrial Neoplasms/

104. exp Kidney Neoplasms/

105. exp Leukemia/

106. exp Liver Neoplasms/

107. exp Lung Neoplasms/

108. exp Melanoma/ or exp Skin Neoplasms/
109. exp Mesothelioma/

110. exp Multiple Myeloma/

111. exp Lymphoma, Non-Hodgkin/

112. exp Esophageal Neoplasms/

113. exp Mouth Neoplasms/
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114. exp "Head and Neck Neoplasms"/

115. exp Pancreatic Neoplasms/

116. exp Prostatic Neoplasms/

117. exp Gastrointestinal Neoplasms/

118. exp Stomach Neoplasms/

119. exp Anus Neoplasms/

120. exp Bone Neoplasms/

121. exp Gallbladder Neoplasms/

122. exp Hodgkin Disease/

123. exp Laryngeal Neoplasms/

124. exp Penile Neoplasms/

125. exp Intestinal Neoplasms/

126. exp Sarcoma/

127. exp Testicular Neoplasms/

128. exp Thyroid Neoplasms/

129. exp Vaginal Neoplasms/

130. exp Vulvar Neoplasms/

131. exp Uterine Cervical Neoplasms/ or exp Genital Neoplasms, Female/ or exp Genital Neoplasms, Male/
132. exp Wilms Tumor/

133. exp Neuroblastoma/

134. exp Retinoblastoma/

135. 95 or 96 or 97 or 98 or 99 or 100 or 101 or 102 or 103 or 104 or 105 or 106 or 107 or 108 or 109 or 110 or 111 or 112 or 113
or 114 or 115 or 116 or 117 or 118 or 119 or 120 or 121 or 122 or 123 or 124 or 125 or 126 or 127 or 128 or 129 or 130 or 131 or
132 or 133 or 134

136. 94 or 135

137. 16 and 26 and 45 and 136

138. limit 137 to yr="1980 -Current"

4. Health Economics Literature search details

A health Economics Search was not required.

1
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1

Chapter 6: Lung and pleural cancers

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of lung cancer in patients presenting in primary care with symptom(s)?

Question no: Lung Cancer - Symptoms

5. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2012 1520 57 06/02/2013
Premedline 1980-2012 19 3 06/02/2013
Embase 1980-2012 4958 100 12/02/2013
Cochrane Library 1980-2012 419 3 12/02/2013
Psychinfo 1980-2012 21 3 12/02/2013
Web of Science (SCI & SSCI) | 1980-2012 784 65 13/02/2013

Update Search

Total References retrieved (after de-duplication): 208

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-19/08/2014 | 109 2 19/08/2014
Premedline 2013-19/08/2014 | 195 9 19/08/2014
Embase 2013-19/08/2014 | 298 13 19/08/2014
Cochrane Library 2013-19/08/2014 | 140 0 19/08/2014
Web of Science (SCI & SSCI) | 2013-19/08/2014 | 178 6 19/08/2014

Note:

particular guideline topic.

Total References retrieved (after de-duplication): 25

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

1. exp Primary Health Care/

3. exp Family Practice/

2. exp Physician's Practice Patterns/

4. exp Physicians, Primary Care/

Medline search strategy (This search strategy is adapted to each database.)
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5. exp General Practice/

6. exp Physicians, Family/

7. exp General Practitioners/

8. exp Ambulatory Care Facilities/

9. exp Community Health Centers/

10. exp Outpatient Clinics, Hospital/

11. GUM clinic*.tw.

12. exp Ambulatory Care/

13. casualty™*.tw.

14. exp "Referral and Consultation"/

15. ((primary or communit*) adj5 care).ti,ab.

16. (family practi* or family doctor* or family physician* or gp*1 or general practi*).ti,ab.

17. 0or/1-16

18. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

20. (risk* adj cancer*).tw.

21. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (initial investigat™* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (delay* diagnos™* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

27.0r/18-26

28. 17 or 27

29. exp Lung Neoplasms/

30 (lung adj (neoplas* or cancer* or carcinoma* or adenocarcinoma* or angiosarcoma* or
chrondosarcoma* or sarcoma* or teratoma* or lymphoma* or blastoma* or microcytic* or carcinogenesis
or tumour™* or tumor* or metast*)).tw.

31. (NSCL or SCLC).tw.

32. 0r/29-31

33. 28 and 32

34. exp "Signs and Symptoms"/

35. Cough/

36. cough™*.tw.

37. Dyspnea/

38. (dyspn?ea* or (short* adj3 breath)).tw.

39. breathless*.tw.

40. Hoarseness/

41. hoarse*.tw.
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42.
43.
44,
45,
46.
47.
48.
49,
50.
51.
52,
53.
54,
55.
56.
S7.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74,
75.
76.
77,
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.

Respiratory Sounds/

(wheez* or ronch* or stridor or crackl™ or rale*).tw.
Hemoptysis/

(hemopty™* or haemopty™).tw.

Shoulder Pain/

(shoulder* adj2 pain*).tw.

Pancoast Syndrome/

pancoast.tw.

((finger* adj clubbing) or drumstick finger* or hypertrophic osteopathy).tw.
Pleural Effusion/

(pleural adj effusion®).tw.

((persistent or recurrent) adj chest infection*).tw.
Dizziness/

(dizziness or dizzyness or light headed* or lightheaded™* or thostasis).tw.
exp Abdominal Pain/

((abdominal or abdomen) adj pain*).tw.

exp Hematuria/

(hematuria* or haematuria*).tw.

(blood adj urine*).tw.

exp Confusion/

(confus™ or disorient*).tw.

exp Urinary Tract Infections/

(urin* adj infection*).tw.

exp Fatigue/

(fatig* or tired* or exhaust™ or letharg* or langui* or lassitude or listless*).tw.
exp Lower Urinary Tract Symptoms/

(frequen™* or urgen™® or cystiti*).tw.

(loin adj pain*).tw.

(pelvic adj mass*).tw.

(pelvic adj pain®).tw.

exp Weight Loss/

(weight adj los*).tw.

exp Anemia/

(iron deficien* or anaemi* or anemi*).tw.

exp Hypercalcemia/

(hypercalcaemia* or hypercalcemia*).tw.
(inflammat* adj marker*).tw.

exp Thrombocytosis/

(high platelet* adj (count™ or level*)).tw.
thrombo™.tw.

Thromboembolism/

Venous Thrombosis/

(blood adj clot*).tw.

exp Dysuria/

(dysuria* or burning* or stinging™ or painful urin*).tw.
lump*.tw.

spasm*.tw.
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89. cramp*.tw.

90. growth*.tw.

91. exp Sweating/

92. night sweat*.tw.

93. exp Fever/

94. fever*.tw.

95. (high adj temperature*).tw.
96. (dull adj pain*).tw.

97. abdomin* mass*.tw.

98. abdomin* distention*.tw.
99. exp Vomiting/

100.
101.
102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.
131.

(vomit* or nause*).tw.

Urinary Incontinence/ or Fecal Incontinence/
incontinen*.tw.

exp Constipation/

constipat™®.tw.

(flank adj pain*).tw.

(scrot* adj pain*).tw.

(groin* adj2 pain*).tw.

exp Varicocele/

varicocoele*.tw.

exp Liver Function Tests/

(appetite adj3 loss*).tw.

lymphadenopath™*.tw.

(chest adj2 pain*).tw.

(rib* adj pain*).tw.

(thora* adj pain®*).tw.

(radiculitis or (radicular adj pain*)).tw.

Pleurisy/

(pleurisy or pleuritis).tw.

((face or facial or neck) adj (pain* or swelling or dilation or flushing)).tw.
Facial Pain/ or Neck Pain/

((cervical or supraclavicular) adj adenopathy).tw.

((upper limb* or arm*1) adj swelling).tw.

((upper limb* or arm*1 or neck) adj distended vein*).tw.
((lower limb* or leg*1) adj (parathesias or weakness)).tw.
((muscle* or muscular) adj (parathesias or weakness)).tw.

((spine or spinal) adj (parathesias or weakness or tenderness or pain*)).tw.

((bone* or skeletal) adj (pain* or fracture*)).tw.
(walking adj impair*).tw.

exp Hepatomegaly/

(enlarged adj liver®).tw.

exp Jaundice/

132. jaundice*.tw.

133.
134.
135.

(headache* or imbalance™* or seizure*).tw.
Seizures/
(personality adj (change* or disturbance*)).tw.
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136.
137.
138.
(IS
140.
141.
142.
143.
144,
145.
146.

exp Sensation Disorders/
(visual adj disturbance*).tw.
(sensory adj impair*).tw.
Hypersomnolence, Idiopathic/
(hyper-somnolence* or hypersomnolence).tw.
exp Deglutition Disorders/
dysphagia.tw.

(swallow™ adj problem*).tw.
(swallow™ adj difficult*).tw.
Hyponatremia/
hyponatr?emia*.tw.

147. (abnormal adj (chest x-ray* or spirometr*)).tw.
148. or/34-147

149. 33 and 148

150. limit 149 to yr="1980 -Current"

6. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 354 06/03/2013
Update search 239 17/06/2014
Premedline 141 06/03/2013
Update search 183 17/06/2014
Embase 1260 06/03/2013
Update search 761 17/06/2014
NHSEED +HTA 230 06/03/2013
Update search 25 17/06/2014
HEED 176 11/03/2013
Update search 20 17/06/2014
CRD 144 06/03/2013
Update search 25 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Lung Cancer should be done with clinical

responsibility retained by primary care?

Suspected Cancer: Appendix G (November 2014)

Page 15 of 232






DRAFT FOR CONSULTATION

Question no: Lung Cancer - Tests

1. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-2012 958 180 28/02/2013
Premedline 1980-2012 136 25 28/02/2013
Embase 1980-2012 1481 339 06/03/2013
Cochrane Library 1980-2012 175 2 06/03/2013
Psychinfo 1980-2012 14 4 06/03/2013
Web of Science (SCI & SSCI) | 1980-2012 224 26 06/03/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 487

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-19/08/2014 | 105 6 19/08/2014
Premedline 2013-19/08/2014 | 133 14 19/08/2014
Embase 2013-19/08/2014 | 164 31 19/08/2014
Cochrane Library 2013-19/08/2014 | 70 0 19/08/2014
Web of Science (SCI & SSCI) | 2013-19/08/2014 | 47 3 19/08/2014

Total References retrieved (after de-duplication): 42

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Lung Neoplasms/

2. (lung adj (neoplas* or cancer* or carcinoma* or adenocarcinoma* or angiosarcoma* or chrondosarcoma® or sarcoma* or

teratoma* or lymphoma* or blastoma* or microcytic* or carcinogenesis or tumour® or tumor* or metast*)).tw.

. (NSCL or SCLC).tw.
.1or2or3

. exp Primary Health Care/

. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

3
4
5
6. exp Physician's Practice Patterns/
7
8
9
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10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
4.
43
44,
45,

exp Physicians, Family/
exp General Practitioners/
exp "Referral and Consultation"/
((primary or communit$) adj5 care).ti,ab.
(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
50ré6or7or8or9or10or11or12or 13 or 14 or 150r 16 or 17 or 18 or 19
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29

20 or 30

4 and 31

exp X-Rays/

(chest adj x-ray*).tw.

exp Diagnostic Imaging/

(ct adj scan®).tw.

exp Tomography, X-Ray Computed/

(Sputum adj cytolog®).tw.

exp Bronchoscopy/

Bronchoscop*.tw.

exp Histology/

histolog*.tw.

33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42

32 and 43

limit 44 to yr="1980-Current”

1
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of mesothelioma in patients presenting in primary care with symptom(s)?

Question no: Mesothelioma - symptoms

2. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-4/2013 185 6 22/04/2013
Premedline 1980-4/2013 4 0 22/04/2013
Embase 1980-4/2013 301 15 22/04/2013
Cochrane Library 1980-4/2013 17 0 22/04/2013
Psychinfo 1980-4/2013 2 0 22/04/2013
Web of Science (SCl & SSCI) | 1980-4/2013 81 3 22/04/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 21

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 120 0 20/08/2014
20/08/2014

Premedline 4/2013- 22 2 20/08/2014
20/08/2014

Embase 4/2013- 37 2 20/08/2014
20/08/2014

Cochrane Library 4/2013- 4 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 4/2013- 27 3 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 5

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

2. exp Physician's Practice Patterns/

3. exp Family Practice/

4. exp Physicians, Primary Care/

Suspected Cancer: Appendix G (November 2014)

Page 18 of 232






DRAFT FOR CONSULTATION

5. exp General Practice/

6. exp Physicians, Family/

7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. or/1-15

17. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

18. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (risk* adj cancer*).tw.

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

21. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (delay* diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (symptomat™* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. or/17-25

27.16 or 26

28. exp Mesothelioma/

29. mesothelioma*.tw.

30. 28 or 29

31. 27 and 30

32. exp "Signs and Symptoms"/

33. (bump™* or lump* or growth or lesion* or patch* or sore* or scar* or plague* or nodul*).tw.

34. exp Abdominal Pain/

35. (abdominal adj pain*).tw.

36. exp Hematuria/

37. (hematuria* or haematuria*).tw.

38. (blood adj urine*).tw.

39. appetite loss*.tw.

40. exp Confusion/

41. confus*.tw.

42. exp Urinary Tract Infections/

43. (urin* adj infection*).tw.
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44. exp Fatigue/

45, (fatig* or tired* or exhaust™ or letharg* or langui* or lassitude or listless*).tw.

46. exp Lower Urinary Tract Symptoms/
47. (frequen™® or urgen™® or cystiti*).tw.
48. (loin adj pain*).tw.

49. (pelvic adj mass*).tw.

50. (pelvic adj pain*).tw.

51. exp Thromboembolism/

52. (blood adj clot*).tw.

53. exp Weight Loss/

54. (weight adj loss*).tw.

55. exp Anemia/

56. (iron deficien* or anaemi* or anemi*).tw.

57. exp Hypercalcemia/

58. (hypercalcaemia* or hypercalcemia*).tw.
59. (inflammat™* adj marker*).tw.

60. exp Thrombocytosis/

61. thrombocytos*.tw.

62. exp Dysuria/

63. (dysuria* or burning* or stinging* or painful urin*®).tw.

64. lump*.tw.

65. spasm*.tw.

66. cramp*.tw.

67. growth*.tw.

68. exp Sweating/

69. night sweat™.tw.

70. exp Fever/

71. fever*.tw.

72. (high adj temperature*).tw.
73. (dull adj pain*).tw.

74. abdomina* mass*.tw.

75. abdomin* distention*.tw.
76. exp Vomiting/

77. vomit*.tw.

78. exp Constipation/

79. constipat*.tw.

80. (flank adj pain*).tw.

81. (scrot* adj pain*).tw.

82. (groin* adj2 pain*).tw.
83. exp Varicocele/

84. varicocoele*.tw.

85. exp Liver Function Tests/
86. (appetite adj3 loss*).tw.
87. lymphadenopath*.tw.
88. (chest adj2 pain*).tw.

89. (rib* adj pain*).tw.

90. cough*.tw.
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91. exp Dyspnea/

92. exp Hemoptysis/

93. haemopty*.tw.

94. hoarse*.tw.

95. exp Hepatomegaly/

96. exp Jaundice/

97. jaundice*.tw.

98. fracture*.tw.

99. (headache* or imbalance* or seizure*).tw.
100. (personality adj disturbance*).tw.
101. (visual adj disturbance*).tw.

102. dyspn?ea*.tw.

103. (shortness adj1 breath*).tw.

104. or/32-103

105. 31 and 104

106. limit 105 to yr="1980 -Current"

3. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.

Database name No of references Finish date of search
found
Medline 13 15/05/2013
Update search 10 17/06/2014
Premedline 8 15/05/2013
Update search 12 17/06/2014
Embase 80 15/05/2013
Update search 38 17/06/2014
NHSEED + HTA 6 15/05/2013
Update search 0 17/06/2014
HEED 6 15/05/2013
Update search 0 17/06/2014
CRD 3 15/05/2013
Update search 0 17/06/2014

OIRWNF-

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Mesothelioma should be done with clinical
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responsibility retained by primary care?

Question no: Mesothelioma - Tests

4. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 118 27 14/05/2013
Premedline 1980-5/2013 13 4 14/05/2013
Embase 1980-5/2013 169 53 14/05/2013
Cochrane Library 1980-5/2013 12 0 14/05/2013
Psychinfo 1980-5/2013 1 0 14/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 24 0 14/05/2013

Total References retrieved (after de-duplication): 63

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 7 0 20/08/2014
20/08/2014

Premedline 5/2013- 17 3 20/08/2014
20/08/2014

Embase 5/2013- 37 4 20/08/2014
20/08/2014

Cochrane Library 5/2013- 4 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 5/2013- 6 1 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 8

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

2. exp Physician's Practice Patterns/

3. exp Family Practice/
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. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
. (initial investigat® adj5 (cancer” or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

.17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26

. exp Mesothelioma/

. mesothelioma*. tw.

. 28 or 29

. exp X-Rays/

. (chest adj x-ray*).tw.

. exp Diagnostic Imaging/

. (ct adj scan®).tw.

. ct.tw.

. exp Tomography, X-Ray Computed/

. exp Radiography, Abdominal/

. (abdom?n* adj x-ray*).tw.

. AXR.tw.
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40. ultrasound®.tw.

41. exp Histology/

42. histolog*.tw.

43. or/31-42

44. 30 and 43

45. 27 and 44

46. limit 45 to yr="1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of oesophageal cancer in patients presenting in primary care with

symptom(s)?

Question no: Oesophageal Cancer - symptoms

5. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 1593 122 08/05/2013
Premedline 1980-5/2013 72 17 08/05/2013
Embase 1980-5/2013 1831 182 09/05/2013
Cochrane Library 1980-5/2013 483 5 10/05/2013
Psychinfo 1980-5/2013 6 2 08/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 480 56 10/05/2013

Total References retrieved (after de-duplication): 294

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 429 8 20/08/2014
20/08/2014

Premedline 5/2013- 76 1 20/08/2014
20/08/2014

Embase 5/2013- 458 11 20/08/2014
20/08/2014

Cochrane Library 5/2013- 31 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 5/2013- 112 8 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 21

Note:
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The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.

16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malighan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26
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28. exp Esophageal Neoplasms/

29. (?esophag® adj3 (neoplas® or cancer® or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or
oncolog* or malignan® or undifferentiat® or rhabdomyosarcoma* or lymphoma*)).tw.

30. (gullet adj3 (neoplas* or cancer® or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*
or malignan* or undifferentiat*)).tw.

31. (?esophag* adj3 squamous cell carcinoma®). tw.

32. exp Gastrointestinal Stromal Tumors/

33. gastrointestin* stromal tumo?r*.tw.

34. GIST.tw.

35. exp Barrett Esophagus/

36. barrett* ?esophag*.tw.

37. (gastro-?esophageal adj3 (neoplas* or cancer® or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma*
or oncolog* or malignan* or undifferentiat*)).tw.

38. exp Digestive System Neoplasms/

39. (digest* adj5 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*
or malignan* or undifferentiat*)).tw.

40. or/28-39

41. exp "Signs and Symptoms"/

42. symptom®.tw.

43. exp Abdominal Pain/

44. abdomin* pain*.tw.

45. (abdomin* adj3 (pain* or sore* or ache*)).tw.

46. Epigastri* pain®.tw.

47. (epigastri* adj3 (pain* or ache* or sore*)).tw.

48. exp Chest Pain/

49. (chest* adj3 (pain* or ache* or sore*)).tw.

50. exp Pharyngitis/

51. (throat adj3 (pain* or ache* or sore* or discomfort* or tender*)).tw.

52. exp Back Pain/

53. (back adj3 (pain* or ache* or sore* or discomfort® or tender*)).tw.

54. (swallow* adj3 (pain* or difficult* or burn* or uncomfort*)).tw.

55. ((breastbone* or sternum* or shoulder blade* or scapula®) adj3 (pain* or sore* or ache*)).tw.

56. exp Gastroesophageal Reflux/

57. ((acid or gastroesophageal or gastro oesophageal) adj3 (reflux or regurgitat®)).tw.

58. exp Heartburn/

59. heartburn®.tw.
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60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.

exp Dyspepsia/

Dyspep*.tw.

indigest*. tw.

acid indigest*.tw.

(acid adj3 indigest*).tw.

exp Hiccup/

hiccup®.tw.

(regurgitat® adj3 (food* or digest* or undigest*)).tw.
exp Deglutition Disorders/

Dysphagia*.tw.

(swallow* adj3 (difficult* or problem* or trouble*)).tw.

(food adj3 (stuck or stick* or hung or hang* or chok*) adj3 (throat or chest)).tw.

exp Hoarseness/

hoarse*.tw.

exp Cough/

chronic cough*.tw.

cough*.tw.

((cough* adj3 blood*) or bleed*).tw.
exp Nausea/

exp Vomiting/

(nausea or vomit* or emesis).tw.
Regurgitat®. tw.

exp Constipation/

constipat*.tw.

low* cholesterol.tw.

(low* adj3 cholesterol). tw.

exp Hypercalcemia/
hypercalc?emia®. tw.

exp Fatigue/

(fatig* or tired* or exhaust® or letharg* or langui* or lassitude or listless*).tw.
(appetite adj3 (los* or poor¥)).tw.
exp Weight Loss/

(weight adj3 los*).tw.

exp Thromboembolism/

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.

((high level*® or raise*) adj3 inflammatory marker*).tw.
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96. exp Anemia/

97. an?emia®.tw.

98. (iron adj deficien®).tw.

99. exp Thrombocytosis/

100.

101

102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.

131

(thrombocythemia* or thrombocytosis*). tw.
(unexplain® adj3 lymphadenopathy).tw.
(unexplain® adj3 swollen* lymph node*).tw.
(unexplain® adj3 lymph node* swell¥).tw.
((chest wall or rib*) adj3 pain*).tw.

exp Dyspnea/

dyspn?ea*.tw.

breathless*.tw.

(short* adj3 breath*).tw.

exp Hemoptysis/

h?emoptysis*.tw.

abdomin* distension*.tw.

(abdomin* adj3 distension®).tw.

exp Hepatomegaly/

Hepatomegaly*.tw.

((enlarge* or swoll* or swell* or bloat* or inflam*) adj3 liver).tw.

exp Jaundice/

(jaundice* or icterus).tw.

exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.
((intestin* or bowel) adj3 obstruct*).tw.
((bone* or skeletal) adj3 pain*).tw.

exp Fractures, Spontaneous/

(patholog* adj fracture®).tw.

(bone* adj (fracture* or weak* or broken)).tw.

(pain* adj multiple site*).tw.

(pain* adj3 multiple adj site*).tw.

exp Confusion/

confus®.tw.

(focal adj (neurolog® sign* or neurolog* deficit* or CNS*)).tw.
exp Headache/

(headache* or migraine*).tw.
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132. imbalance®.tw.

133. ((lack* or los*) adj3 balance*).tw.
134. exp Personality Disorders/

135.
136.
137.

(personality adj (change* or disturb®)).tw.
(hyper-somnolence or hypersomnia). tw.
(excessive day* sleep* or EDS).tw.

138. ((visual* or eye*) adj (disturb* or problem*)).tw.

139. exp Seizures/

140. (seizure* or convuls* or fit*1 or epilep* or blackout*).tw.

141. or/43-140

142. 40 and 141

143. 27 and 142

144. limit 143 to yr="1980-Current”

6. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 80 04/06/2013
Update Search 31 17/06/2014
Premedline 24 04/06/2013
Update Search 26 17/06/2014
Embase 344 04/06/2013
Update Search 168 17/06/2014
NHSEED +HTA 66 04/06/2013
Update Search 6 17/06/2014
HEED 58 04/06/2013
Update Search 0 17/06/2014
CRD 16 04/06/2013
Update Search 1 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Oesophageal Cancer should be done with
clinical responsibility retained by primary care?
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Question no: Oesophageal Cancer - Tests

7. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 339 136 04/06/2013
Premedline 1980-5/2013 46 16 04/06/2013
Embase 1980-5/2013 675 142 05/06/2013
Cochrane Library 1980-5/2013 29 7 05/06/2013
Psychinfo 1980-5/2013 1 0 05/06/2013
Web of Science (SCI & SSCI) | 1980-5/2013 176 45 05/06/2013

Total References retrieved (after de-duplication): 294

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 9 0 20/08/2014
20/08/2014

Premedline 5/2013- 73 19 20/08/2014
20/08/2014

Embase 5/2013- 34 10 20/08/2014
20/08/2014

Cochrane Library 5/2013- 4 1 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 5/2013- 28 4 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 25

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Esophageal Neoplasms/

2. (?esophag® adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or

oncolog* or malignan* or undifferentiat* or rhabdomyosarcoma* or lymphoma*)).tw.

3. (?esophag* adj3 squamous cell carcinoma®).tw.

4. (gullet adj3 (neoplas® or cancer® or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog* or

malignan* or undifferentiat*)).tw.
5. exp Barrett Esophagus/

6. barrett* ?esophag®.tw.

7. (gastro-?esophageal adj3 (neoplas* or cancer® or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma*
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or oncolog® or malignan* or undifferentiat*)).tw.

8. or/1-7

9. exp Primary Health Care/

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.

exp Physician's Practice Patterns/

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp "Referral and Consultation"/

((primary or communit$) adj5 care).ti,ab.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

9or100r11or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23

suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

(

(

(

(

(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33
24 or 34

8 and 35

exp Endoscopy, Gastrointestinal/

exp Esophagoscopy/

(barium adj3 swallow®).tw.

exp Radiography, Thoracic/

(Chest adj X-Ray*).tw.

exp Diagnostic Imaging/
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43. 37 or 38 or 39 or 40 or 41 or 42
44. 36 and 43
45. limit 44 to yr="“1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of pancreatic cancer in patients presenting in primary care with

symptoms(s)?

Question no: Pancreatic Cancer - symptoms

8. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 973 152 31/05/2013
Premedline 1980-5/2013 130 19 31/05/2013
Embase 1980-5/2013 1396 245 07/06/2013
Cochrane Library 1980-5/2013 191 0 07/06/2013
Psychinfo 1980-5/2013 29 6 31/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 368 35 10/06/2013

Total References retrieved (after de-duplication): 329

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 48 2 20/08/2014
20/08/2014

Premedline 5/2013- 90 4 20/08/2014
20/08/2014

Embase 5/2013- 151 11 20/08/2014
20/08/2014

Cochrane Library 5/2013- 60 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 5/2013- 55 2 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 17

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.
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Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26
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28. exp Pancreatic Neoplasms/

29. (pancrea® adj3 (neoplas® or cancer® or tumo?r or carcinoma® or adenocarcinoma* or sarcoma* or leiomyosarcoma* or
oncolog* or malignan® or lymphoma* or endocrine* or neuroendocrine* or duct* or exocrine*)).tw.
30. (exocrine adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or
oncolog* or malignan* or lymphoma* or endocrine* or neuroendocrine* or duct* or exocrine®)).tw.
31. exp Carcinoma, Acinar Cell/

32. acinar cell carcinoma*.tw.

33. exp Carcinoma, Pancreatic Ductal/

34. Intraductal papillary mucinous neoplasm*.tw.

35. (pancrea* adj3 (intraduct* or papillary or mucinous)).tw.

36. (pancrea* adj3 cystic* tumo?r*).tw.

37. exp Adenoma, Islet Cell/

38. (islet adj cell adj adenoma*).tw.

39. exp Carcinoma, Islet Cell/

40. (islet adj cell adj carcinoma®*).tw.

41. exp Gastrinoma/

42. exp Insulinoma/

43. exp Somatostatinoma/

44. exp Vipoma/

45. exp Glucagonoma/

46. (gastrinoma*® or insulinoma* or somatostatinoma* or vipoma* or glucagonoma* or pancreatoblastoma®).tw.
47. (pancrea* adj3 Serous cystadenocarcinoma®).tw.

48. or/28-47

49. exp "Signs and symptoms"/

50. symptom®.tw.

51. ((@bdomin* or epigastri*) adj3 (mass* or bump* or lump?*)).tw.

52. abdomin* distension®.tw.

53. (abdomin* adj3 distension®).tw.

54. (abdomin* adj3 (disten* or bloat* or enlarge*)).tw.

55. bloat*.tw.

56. ((unusual or sustain*) adj3 bloat*).tw.

57. exp Back Pain/

58. (back adj3 (pain* or ache* or sore*)).tw.

59. exp Abdominal Pain/

60. abdomin* pain*.tw.

61. (abdomin* adj3 (pain* or sore* or ache* or discomfort*)).tw.
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62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.
96.
97.

exp Colic/
(epigastr* adj3 (pain* or sore* or ache* or discomfort*)).tw.
((pain* or sore* or ache* or discomfort*) adj3 (eat* or digest*)).tw.
((early or quick* or immediate* or premature* or prompt*) adj3 (satiety* or full* or sate or satiation*)).tw.
(appetite adj3 (los* or poor*)).tw.

exp Weight Loss/

(weight adj3 los*).tw.

exp Anorexia/

anorexi*.tw.

exp Muscular Atrophy/

(muscl* adj3 (los* or atroph* or wast* or deteriorat*)).tw.

exp Cachexia/

Cachexia®.tw.

(wast* adj syndrome*).tw.

((change* or differ* or alter*) adj3 (bowel* adj habit*)).tw.
((change* or differ* or alter*) adj3 (bowel* adj move*)).tw.

exp Constipation/

constipat*.tw.

exp Diarrhea/

Diarrh?ea*.tw.

((pale* or clay*) adj3 (stool* or f?ece* or f?ecal*)).tw.

(float* adj3 (stool® or f?ece* or f?ecal*)).tw.

steatorrh?ea*.tw.

(excess* adj fat* adj (stool* or f?ece* or f?ecal*)).tw.

(foul* adj3 (odour* or smell*) adj3 (stool* or f?ece® or f?ecal*)).tw.
((difficult® or trouble*) adj3 flush* adj3 (stool* or f?ece* or f?ecal*)).tw.
exp Hematuria/

h?ematuria®. tw.

(dark* adj urin*).tw.

exp Jaundice/

(jaundice* or icterus).tw.

(yellow* adj3 skin®).tw.

exp Pruritus/

pruritus®.tw.

itch*.tw.

(burp*® or belch* or eructation® or ructus).tw.
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98. exp Gastroparesis/

99. gastroparesis*.tw.

100. (delay* adj3 (gastric adj empty*)).tw.

101. exp Hiccup/

102. hiccup®.tw.

103. exp Flatulence/

104. flatulen®.tw.

105. regurgitat®. tw.

106. exp Dyspepsia/

107. dyspep*.tw.

108. indigest*.tw.

109. exp Heartburn/

110. heartburn*.tw.

111. diabet*.tw.

112. exp Dyspnea/

113. dyspn?ea*.tw.

114. breathless*.tw.

115. (short* adj3 breath*).tw.

116. exp Sleep Disorders/

117. (alter* adj3 (sleep* adj pattern®)).tw.

118. exp Fatigue/

119. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless*).tw.
120. exp Vomiting/

121. exp Nausea/

122. (vomit* or nausea® or emesis* or sickness®).tw.
123. malaise*.tw.

124. (general adj (discomfort* or uneas®)).tw.
125. exp Thromboembolism/

126. ((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.
127. exp Venous Thromboembolism/

128. thromboembolism*.tw.

129. VTE.tw.

130. exp Thrombophlebitis/

131. (migrat* adj thrombophlebitis*).tw.

132. (Trousseau* adj (malignan* or syndrom*)).tw.

133. exp Venous Thrombosis/
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134. (deep adj vein adj thrombosis). tw.

135. DVT.tw.

136. exp Dysgeusia/

137. dysgeusia*.tw.

138. (distort* adj3 taste*).tw.

139. exp Asthenia/

140. asthenia*.tw.

141. weak*.tw.

142. (los* adj3 strength®).tw.

143. exp Pancreatitis/

144. pancreatitis®.tw.

145. (inflam* adj3 pancrea®).tw.

146. exp Gastrointestinal Hemorrhage/

147. (rect* adj3 (bleed* or blood* or h?emorrhage*)).tw.
148. exp Depression/

149. depress*.tw.

150. (low* adj3 mood*).tw.

151. exp Fever/

152. (fever* or pyrexia*).tw.

153. ((raise* or high* or hot*) adj3 temperature®).tw.
154. exp Shivering/

155.
156.
157.
158.

(shiver* or shak* or rigor*).tw.

((night* or sleep* or nocturnal*) adj3 (sweat* or hyperhidrosis*)).tw.
((unusual* or abnormal*®) adj3 (mole or moles or n?evus® or n?evi*)).tw.
((high level* or raise*) adj3 inflammatory marker*).tw.

159. exp Anemia/

160. an?emia*.tw.

161. (iron adj deficien*).tw.

162. exp Thrombocytosis/

163. (thrombocythemia* or thrombocytosis*).tw.

164. exp Hypercalcemia/

165. hypercalc?emia®. tw.

166. (unexplain* adj3 lymphadenopathy).tw.
167. (unexplain* adj3 (swollen* adj lymph node*)).tw.

168. (unexplain* adj3 (swell* adj3 lymph node*)).tw.

(
(
(
(

169. ((chest wall or rib*) adj3 pain*).tw.
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170.
171.
172.
173.
174.
175.
176.
177.
178.
179.
180.
181.
182.
183.
184.
185.
186.
187.
188.
189.
190.
191.
192.
193.
194.
195.
196.
197.
198.
199.
200.
201.
202.
203.
204.

exp Cough/

cough*.tw.

exp Hemoptysis/

h?emoptysis*.tw.

exp Hoarseness/

hoarse*.tw.

exp Hepatomegaly/

Hepatomegaly*.tw.

((enlarge* or swoll* or swell* or bloat* or inflam*) adj3 liver).tw.
exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.

((intestin* or bowel) adj3 obstruct*).tw.

((bone* or skeletal) adj3 pain*).tw.

exp Fractures, Spontaneous/

(patholog* adj fracture*).tw.

(bone* adj (fracture* or weak* or broken)).tw.

(pain* adj3 multiple adj site*).tw.

exp Confusion/

confus®.tw.

(focal adj ((neurolog® adj (sign* or deficit*)) or CNS*)).tw.

exp Headache/

(headache* or migraine®).tw.
imbalance®.tw.

((lack* or los*) adj3 balance*).tw.
exp Personality Disorders/
(personality adj (change* or disturb*)).tw.
(hyper-somnolence or hypersomnia).tw.

(excessive day* sleep* or EDS).tw.

((visual* or eye*) adj (disturb* or problem*)).tw.

exp Seizures/

(seizure* or convuls* or fit* or epilep* or blackout*).tw.
or/49-200

48 and 201

27 and 202

limit 203 to yr="1980 -Current”
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9. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 96 13/06/2013
Update Search 52 17/06/2014
Premedline 39 13/06/2013
Update Search 49 17/06/2014
Embase 397 13/06/2013
Update Search 232 17/06/2014
NHSEED + HTA 32 13/06/2013
Update Search 6 17/06/2014
HEED 27 13/06/2013
Update Search 5 17/06/2014
CRD 14 13/06/2013
Update Search 1 17/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline:

Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Pancreatic Cancer should be done with

clinical responsibility retained by primary care?

Question no: Pancreatic Cancer - Tests

10. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-6/2013 951 257 14/06/2013
Premedline 1980-6/2013 81 3 14/06/2013
Embase 1980-6/2013 1407 132 14/06/2013
Cochrane Library 1980-6/2013 67 12 14/06/2013
Psychinfo 1980-6/2013 1 0 14/06/2013
Web of Science (SCIl & SSCI) | 1980-6/2013 42 10 14/06/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 339

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of
search

Medline

6/2013-
20/08/2014

42

12

20/08/2014
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Premedline 6/2013- 93 16 20/08/2014
20/08/2014

Embase 6/2013- 24 6 20/08/2014
20/08/2014

Cochrane Library 6/2013- 9 1 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 6/2013- 4 2 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 33

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.
16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15

17. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
18. (early adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

20.
21.

(
(
19. (risk* adj cancer®).tw.
(initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
(

initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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22. (early diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23. (missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
24. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
25. (symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26

28. exp Pancreatic Neoplasms/

29. (pancrea* adj3 (neoplas® or cancer® or tumo?r or carcinoma® or adenocarcinoma* or sarcoma* or leiomyosarcoma* or
oncolog* or malignan* or lymphoma* or endocrine* or neuroendocrine* or duct* or exocrine*)).tw.

30. (exocrine adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or
oncolog* or malignan* or lymphoma* or duct*)).tw.

31. exp Carcinoma, Acinar Cell/

32. acinar cell carcinoma®.tw.

33. exp Carcinoma, Pancreatic Ductal/

34. Intraductal papillary mucinous neoplasm*.tw.

35. (pancrea* adj3 (intraduct* or papillary or mucinous)).tw.

36. (pancrea* adj3 cystic* tumo?r*).tw.

37. exp Adenoma, Islet Cell/

38. (islet adj cell adj adenoma*).tw.

39. exp Carcinoma, Islet Cell/

40. (islet adj cell adj carcinoma®).tw.

41. exp Gastrinoma/

42. exp Insulinoma/

43. exp Somatostatinoma/

44. exp Vipoma/

45. exp Glucagonoma/

46. (gastrinoma® or insulinoma* or somatostatinoma* or vipoma* or glucagonoma* or pancreatoblastoma®).tw.
47. (pancrea* adj3 Serous cystadenocarcinoma®).tw.

48. 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47
49. 27 and 48

50. exp Diagnostic Imaging/

51. exp Ultrasonography/

52. ultrasound*.tw.

53. CT*.tw.

54. exp Tomography, X-Ray Computed/

55. (ct adj scan*).tw.
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56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.

MRI*.tw.

exp Magnetic Resonance Imaging/

exp Carcinoembryonic Antigen/

CEA*.tw.

exp CA-19-9 Antigen/

CA19-9*.tw.

Beta hCG*.tw.

exp Antigens, Tumor-Associated, Carbohydrate/
CA72-4*.tw.

50 or 51 or 52 or 53 or 54 or 55 or 56 or 57 or 58 or 59 or 60 or 61 or 62 or 63 or 64
49 and 65

limit 66 to yr="1980 -Current”

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of stomach cancer in patients presenting in primary care with symptom(s)?

Question no: Stomach Cancer - symptoms

11. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 965 199 20/05/2013
Premedline 1980-5/2013 108 33 21/05/2013
Embase 1980-5/2013 1500 227 24/05/2013
Cochrane Library 1980-5/2013 215 0 28/05/2013
Psychinfo 1980-5/2013 13 2 21/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 436 58 28/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 369

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of
search
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Medline 5/2013- 43 5 26/08/2014
26/08/2014

Premedline 5/2013- 82 10 26/08/2014
26/08/2014

Embase 5/2013- 109 5 26/08/2014
26/08/2014

Cochrane Library 5/2013- 88 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 5/2013- 101 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 16

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

. exp Family Practice/

. exp Physicians, Primary Care/
. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

O 00 N o0 U1 A W N

. exp Physician's Practice Patterns/

. ((primary or communit$) adj5 care).ti,ab.

1.
12.
13.
14.
15.
16.
17.
18.
19.
20.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

(suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(risk* adj cancer®).tw.
(

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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21.
22.
23.
24,
25.
26.
27.
28.
29.

initial investigat® adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

early diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

delay* diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(
(

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25
16 or 26

exp Stomach Neoplasms/

(stomach adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*

or malignan® or lymphoma* or neuroendocrine®)).tw.

30. (gastric* adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*

or malignan® or lymphoma* or neuroendocrine®)).tw.

31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.
47.
48.
49.
50.
51.
52.
53.
54.

(stomach adj3 squamous cell carcinoma®*).tw.
(gastric* adj3 squamous cell carcinoma*).tw.
exp Gastrointestinal Stromal Tumors/
GIST.tw.

gastrointestin® stromal tumo?r*.tw.
or/28-35

exp "Signs and Symptoms"/
symptom®*.tw.

exp Heartburn/

heartburn®.tw.

persist* heartburn®.tw.

pyrosis*.tw.

cardialgia®. tw.

exp Gastroesophageal Reflux/

acid* reflux*.tw.

"silent reflux”.tw.

exp Sleep Disorders/

exp Sleep Apnea Syndromes/

sleep apn?ea®.tw.

(disturb* breath* adj3 sleep*).tw.
exp Cough/

cough*.tw.

chronic* cough*.tw.

exp Hoarseness/
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55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.

hoarse*.tw.

exp Chest Pain/

(chest* adj3 (pain* or ache* or sore*)).tw.

exp Dyspepsia/

Dyspep*.tw.

indigest*.tw.

acid indigest*. tw.

(acid adj3 indigest*).tw.

exp Hiccup/

hiccup®.tw.

(regurgitat* adj3 (food* or digest* or undigest*)).tw.

regurgitat®.tw.

exp Deglutition Disorders/

Dysphagia*.tw.

(swallow* adj3 (difficult* or problem* or trouble* or pain*)).tw.
(food adj3 (stuck or stick* or hung or hang* or chok*) adj3 (throat or chest)).tw.
(food adj3 (stuck or stick* or hung or hang* or chok*)).tw.

exp Dyspnea/

dyspn?ea®.tw.

breathless*.tw.

(short* adj3 breath®).tw.

exp Vomiting/

exp Nausea/

(vomit* or nausea* or emesis* or sickness®).tw.

exp Anorexia/

exp Weight Loss/

(weight adj3 los*).tw.

(appetite adj3 (los* or poor*)).tw.
((full* or bloat*) adj3 (eat* or food*)).tw.
(burp® or belch* or eructation® or ructus).tw.
"trapped wind".tw.

"water brash”.tw.

(heartburn adj3 regurgitat®).tw.
bloat*. tw.

exp Abdominal Pain/

abdomin* pain*.tw.
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91.
92.
93.
94.
95.
96.
97.
98.
99.
100
101

102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.

(abdomin* adj3 (pain* or sore* or ache* or discomfort*)).tw.
((breastbone* or sternum*) adj3 (pain* or sore* or ache*)).tw.
exp Taste Disorders/

(metal* adj3 (taste* or flavo?r*)).tw.

bleed*.tw.

exp Embolism/

blood clot*.tw.

exp Thrombosis/

thrombosis*.tw.

. exp Ascites/

. (fluid adj3 (abdomin* or abdomen*)).tw.

((blood* or bleed* or black* or dark*) adj3 stool*).tw.
(vomit* adj3 (blood* or bleed*)).tw.

exp Fatigue/
exp Thromboembolism/

((high level* or raise*) adj3 inflammatory marker*).tw.
exp Anemia/

an?emia*.tw.

(iron adj deficien*).tw.

exp Thrombocytosis/

(thrombocythemia* or thrombocytosis®).tw.
(unexplain* adj3 lymphadenopathy).tw.
(unexplain* adj3 swollen* lymph node*).tw.
(unexplain* adj3 lymph node* swell*).tw.
exp Hypercalcemia/

hypercalc?emia®. tw.

((chest wall or rib*) adj3 pain*).tw.

exp Hemoptysis/

h?emoptysis*.tw.

abdomin* distension*.tw.

(abdomin* adj3 distension*).tw.

exp Hepatomegaly/

Hepatomegaly*.tw.

(fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless*).tw.

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.

((enlarge* or swoll* or swell* or bloat* or inflam*) adj3 liver).tw.
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127. exp Jaundice/

128. (jaundice* or icterus).tw.

129. exp Liver Function Tests/

130. (liver function test* adj3 abnormal*).tw.

131. ((intestin* or bowel) adj3 obstruct®).tw.

132. ((bone* or skeletal) adj3 pain*).tw.

133. exp Fractures, Spontaneous/

134. (patholog* adj fracture®).tw.

135. (bone* adj (fracture* or weak* or broken)).tw.

136. (pain* adj multiple site*).tw.

137. (pain* adj3 multiple adj site*).tw.

138. exp Confusion/

139. confus*.tw.

140. (focal adj (neurolog* sign* or neurolog* deficit* or CNS*)).tw.
141. exp Headache/

142. (headache* or migraine*).tw.

143. imbalance*.tw.

144. ((lack* or los*) adj3 balance*).tw.

145. exp Personality Disorders/

146.
147.
148.
149.

(personality adj (change* or disturb*)).tw.
(hyper-somnolence or hypersomnia).tw.

(excessive day* sleep* or EDS).tw.

((visual* or eye*) adj (disturb* or problem*)).tw.

150. exp Seizures/

151. (seizure* or convuls* or fit* or epilep* or blackout*).tw.
152. or/37-151

153. 36 and 152

154. 27 and 153

155. limit 154 to yr="1980-Current"

12. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.
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Database name No of references Finish date of search
found

Medline 111 23/05/2013
Update Search 73 17/06/2014
Premedline 63 23/05/2013
Update Search 68 17/06/2014
Embase 506 23/05/2013
Update Search 225 17/06/2014
NHSEED + HTA 54 23/05/2013
Update Search 14 17/06/2014
HEED 36 23/05/2013
Update Search 0 17/06/2014
CRD 28 23/05/2013
Update Search 0 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Stomach Cancer should be done with
clinical responsibility retained by primary care?

Question no: Stomach Cancer - Tests

13. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 2648 137 23/05/2013
Premedline 1980-5/2013 143 20 23/05/2013
Embase 1980-5/2013 3279 120 23/05/2013
Cochrane Library 1980-5/2013 151 7 23/05/2013
Psychinfo 1980-5/2013 1 0 23/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 147 34 23/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 256

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 17 4 26/08/2014
26/08/2014

Premedline 5/2013- 109 8 26/08/2014
26/08/2014

Embase 5/2013- 65 14 26/08/2014
26/08/2014

Cochrane Library 5/2013- 54 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 5/2013- 13 0 26/08/2014

and ISI Proceedings 26/08/2014
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Total References retrieved (after de-duplication): 21

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

.16 or 26
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28. exp Stomach Neoplasms/

29. (stomach adj3 (neoplas® or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*
or malignan® or lymphoma* or neuroendocrine®)).tw.

30. (gastric* adj3 (neoplas* or cancer* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or oncolog*
or malignan* or lymphoma* or neuroendocrine®)).tw.

31. (stomach adj3 squamous cell carcinoma®).tw.

32. (gastric* adj3 squamous cell carcinoma®).tw.

33. exp Gastrointestinal Stromal Tumors/

34. GIST.tw.

35. (gastrointestin* adj stromal tumo?r*).tw.

36. 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35

37. 27 and 36

38. exp Endoscopy, Gastrointestinal/

39. endoscopy*.tw.

40. exp Barium Sulfate/

41. Barium meal*.tw.

42. radiograph*.tw.

43. exp Tomography, X-Ray/

44. exp Tomography, X-Ray Computed/

45, x-ray*.tw.

46. exp Ultrasonography/

47. (abdomen adj ultraso®).tw.

48. exp Histology/

49. histolog*.tw.

50. 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49
51. 37 and 50

52. limit 51 to yr="1980 -Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of small intestinal cancer in patients presenting in primary care with
symptom(s)?

Question no: Small Intestinal Cancer - symptoms
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1

4. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-11/2012 344 68 29/10/2012
Premedline 1980-11/2012 2 1 29/10/2012
Embase 1980-11/2012 398 53 01/11/2012
Cochrane Library 1980-11/2012 172 0 01/11/2012
Psychinfo 1980-11/2012 0 0 01/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 211 3 01/11/2012

and ISI Proceedings

Total References retrieved (after de-duplication): 117

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 11/2012- 25 2 26/08/2014
26/08/2014

Premedline 11/2012- 4 3 26/08/2014
26/08/2014

Embase 11/2012- 40 2 26/08/2014
26/08/2014

Cochrane Library 11/2012- 155 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 11/2012- 23 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 7

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

p

articular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1.

2
3
4
5
6.
7
8
9

exp Intestinal Neoplasms/
. exp Jejunal Neoplasms/

. exp Duodenal Neoplasms/
. exp lleal Neoplasms/
.1or2or3or4

(small adj intestine®).tw.

.6and 7

. (small adj bowel*).tw.

. (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcino® or adenocarcinoma®).tw.

10. (cancer* or neoplas* or oncolog* or malighan* or tumo?r* or carcino* or adenocarcinoma*).tw.
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.

9 and 10

5o0r8or 11

exp Primary Health Care/

exp Physician's Practice Patterns/

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp "Referral and Consultation"/

((primary or communit$) adj5 care).ti,ab.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

13 or 14 or 15 0r 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27
suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37

28 or 38

12 and 39

Limit 40 to yr="1980-Current”

15. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.
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The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
Medline 461 03/06/2013
Update Search 242 19/06/2014
Premedline 8 03/06/2013
Update Search 5 19/06/2014
Embase 389 03/06/2013
Update Search 913 19/06/2014
NHSEED 4 03/06/2013
Update Search 1 19/06/2014
HEED 2 03/06/2013
Update Search 2 19/06/2014
CRD 21 03/06/2013
Update Search 1 19/06/2014

~Nooh~,wWNE

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Small Intestinal Cancer should be done with
clinical responsibility retained by primary care?

Question no: Small Intestinal cancer - Tests

16. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-6/2013 299 59 03/06/2013
Premedline 1980-6/2013 15 10 03/06/2013
Embase 1980-6/2013 114 48 03/06/2013
Cochrane Library 1980-6/2013 79 0 03/06/2013
Psychinfo 1980-6/2013 0 0 03/06/2013
Web of Science (SCIl & SSCI) | 1980-6/2013 27 6 03/06/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 95

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 6/2013- 14 0 26/08/2014
26/08/2014
Premedline 6/2013- 37 4 26/08/2014
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26/08/2014

Embase 6/2013- 15 1 26/08/2014
26/08/2014

Cochrane Library 6/2013- 12 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 6/2013- 1 1 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 5

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Intestinal Neoplasms/
. exp Jejunal Neoplasms/
. exp Duodenal Neoplasms/
. exp lleal Neoplasms/

.1or2or3o0r4

2

3

4

5

6. (small adj intestine®).tw.

7. (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcino* or adenocarcinoma®).tw.
8.6and 7

9. (small adj bowel*).tw.
10. (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcino* or adenocarcinoma®).tw.
11. 9 and 10

12. 50or 8 or 11

13. exp Primary Health Care/

14. exp Physician's Practice Patterns/

15. exp Family Practice/

16. exp Physicians, Primary Care/

17. exp General Practice/

18. exp Physicians, Family/

19. exp General Practitioners/

20. exp "Referral and Consultation”/

21. ((primary or communit$) adj5 care).ti,ab.

22. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
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23. exp Outpatient Clinics, Hospital/

24. exp Ambulatory Care/

25. exp Community Health Services/ or exp Community Health Centers/

26. GUM clinic*.tw.

27. casualty®.tw.

28. 13 or 14 or 15 0r 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27
29.
30.
31.
32.

suspect* adj5 (cancer*® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

34.
35.
36.
37.
38. 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37

(
(
(
(

33. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

39. 28 or 38

40. 12 and 39

41. exp Capsule Endoscopy/

42. (capsule* adj endoscop®).tw.

43. barium*.tw.

44. exp Tomography, X-Ray Computed/
45. (CT adj scan®).tw.

46. CT*.tw.

47. exp Diagnostic Imaging/

48. 41 or 42 or 43 or 44 or 45 or 46 or 47
49. 40 and 48

50. limit 49 to yr="1980 -Current”

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of gall bladder cancer in patients presenting in primary care with
symptom(s)?

Question no: Gall bladder Cancer - symptoms
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17. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-11/2012 691 113 05/11/2012
Premedline 1980-11/2012 24 6 05/11/2012
Embase 1980-11/2012 1010 94 07/11/2012
Cochrane Library 1980-11/2012 160 0 07/11/2012
Psychinfo 1980-11/2012 1 1 05/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 75 7 07/11/2012

Total References retrieved (after de-duplication): 182

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 11/2012- 35 1 26/08/2014
26/08/2014

Premedline 11/2012- 59 2 26/08/2014
26/08/2014

Embase 11/2012- 200 4 26/08/2014
26/08/2014

Cochrane Library 11/2012- 38 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 11/2012- 20 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 7

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Gallbladder Neoplasms/

. exp Bile Duct Neoplasms/

. (gallbladder adj3 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcino® or adenocarcinoma®)).tw.

. (bile duct adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcino® or adenocarcinoma®)).tw.

. exp Primary Health Care/

. exp Physician's Practice Patterns/

2
3
4
5.10or2or3or4
6
7
8

. exp Family Practice/
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9. exp Physicians, Primary Care/

10. exp General Practice/

11. exp Physicians, Family/

12. exp General Practitioners/

13. exp "Referral and Consultation”/

14. ((primary or communit$) adj5 care).ti,ab.

15. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
16. exp Outpatient Clinics, Hospital/

17. exp Ambulatory Care/

18. exp Community Health Services/ or exp Community Health Centers/

19. GUM clinic*.tw.

20. casualty*.tw.

21.60r7or8or9or10or11or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20

22.
23.
24.
25.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
27. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
28.
29.
30.
31. 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30

(
(
(
(
26. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer*® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

32. 21 or 31
33. 5and 32
36. Limit 35 to yr="1980-Current”

18. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

| Database name | No of references | Finish date of search |

Suspected Cancer: Appendix G (November 2014) Page 57 of 232






DRAFT FOR CONSULTATION

found

Medline 14 09/05/2013
Update Search 5 17/06/2014
Premedline 3 09/05/2013
Update Search 5 17/06/2014
Embase 89 09/05/2013
Update Search 56 17/06/2014
NHSEED + HTA 8 09/05/2013
Update Search 1 17/06/2014
HEED 22 09/05/2013
Update Search 1 17/06/2014
CRD 1 09/05/2013
Update Search 1 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Gall bladder Cancer should be done with
clinical responsibility retained by primary care?

Question no: Gall bladder Cancer - Tests

19. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 348 100 08/05/2013
Premedline 1980-5/2013 19 4 08/05/2013
Embase 1980-5/2013 509 69 09/05/2013
Cochrane Library 1980-5/2013 31 0 09/05/2013
Psychinfo 1980-5/2013 0 0 09/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 21 5 09/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 142

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 9 0 26/08/2014
26/08/2014

Premedline 5/2013- 16 3 26/08/2014
26/08/2014

Embase 5/2013- 75 11 26/08/2014
26/08/2014

Cochrane Library 52013- 34 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 5/2013- 9 0 26/08/2014

and ISI Proceedings 26/08/2014
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Total References retrieved (after de-duplication): 12

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Gallbladder Neoplasms/
. exp Bile Duct Neoplasms/
. (gallbladder adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcino® or adenocarcinoma®*)).tw.
. (bile duct adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcino® or adenocarcinoma®)).tw.

.1or2or3or4

2

3

4

5

6. exp Primary Health Care/
7. exp Physician's Practice Patterns/

8. exp Family Practice/

9. exp Physicians, Primary Care/

10. exp General Practice/

11. exp Physicians, Family/

12. exp General Practitioners/

13. exp "Referral and Consultation"/

14. ((primary or communit$) adj5 care).ti,ab.

15. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

16. exp Outpatient Clinics, Hospital/

17. exp Ambulatory Care/

18. exp Community Health Services/ or exp Community Health Centers/

19. GUM clinic®.tw.

20. casualty*.tw.

21.60r7or8or9or10o0r 11 or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
24. (risk* adj cancer®).tw.
. (initial assess* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(

. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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27.
28.
29.

(
(
(
30. (

31. 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30

32. 21 or 31

33.5and 32

34. limit 33 to yr="1980 -Current"
35. exp Diagnostic Imaging/

36. ultrasound®.tw.

37. exp Liver Function Tests/

38. (liver adj1 test*).tw.

39. ct*.tw.

40. exp Tomography, X-Ray Computed/

41. exp CA-19-9 Antigen/
42. exp Histology/
43. histolog*.tw.

44. 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43

45. 44 and 34

early diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of liver cancer in patients presenting in primary care with symptom(s)?

Question no: Liver Cancer - symptoms

20. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 1073 71 30/04/2013
Premedline 1980-5/2013 155 9 01/05/2013
Embase 1980-5/2013 1305 93 02/05/2013
Cochrane Library 1980-5/2013 459 0 03/05/2013
Psychinfo 1980-5/2013 20 2 30/04/2013
Web of Science (SCI & SSCI) | 1980-5/2013 771 31 03/05/2013

Total References retrieved (after de-duplication): 164

Update Search
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Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 28 1 19/08/2014
19/08/2014

Premedline 5/2013- 101 2 19/08/2014
19/08/2014

Embase 5/2013- 163 2 19/08/2014
19/08/2014

Cochrane Library 5/2013- 202 0 19/08/2014
19/08/2014

Web of Science (SCI & SSCI) | 5/2013- 139 0 19/08/2014

and ISI Proceedings 19/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

. exp Physician's Practice Patterns/
. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

O 00 N o0 U1 A oW N

. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. 1or2or3or4or5or6or7or8or9or10or 11 or12or 13 or 14 or 15

17. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
18. (early adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

19. (risk* adj cancer®).tw.
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20. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
21. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
22. (early diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

23. (missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
24.
25.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

27. 16 or 26

28. exp Liver Neoplasms/

29. exp Carcinoma, Hepatocellular/

30. (liver adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

31. (hepat* adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

32. (HCC adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

33. (fibrolamellar adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma*
or adenoma®)).tw.

34. exp Cholangiocarcinoma/

35. Cholangiocarcinoma®.tw.

36. Angiosarcoma®.tw.

37. exp Hepatoblastoma/

38. Hepatoblastoma®.tw.

39. haemangiosarcoma®*.tw.

40. or/28-39

41. 27 and 40

42. exp "Signs and Symptoms"/

43. symptom®.tw.

44. (abdomin* adj3 (mass* or lump* or bump*)).tw.

45. exp Hepatomegaly/

46. hepatomegaly*.tw.

47. ((enlarge* or swoll* or swell* or bloat* or inflam*) adj3 liver).tw.
48. ((tender* or sore*) adj3 liver).tw.

49. ((hepat* or liver) adj3 bruis).tw.

50. ((sound* or nois*) adj5 liver).tw.

51. abdomin* distension®.tw.
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52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.

(abdomin* adj3 (distension* or expan*)).tw.

exp Ascites/

ascite®.tw.

(peritoneal cavity fluid* or peritoneal fluid excess* or hydroperitoneum* or abdomin* dropsy*).tw.
((leg* or abdomin*) adj3 (swoll* or swell* or fluid* or bloat* or inflam*)).tw.
((leg* or abdomin*) adj3 excess* fluid*).tw.

abdomin* pain*.tw.

(abdomin* adj3 (pain* or sore* or ache*)).tw.

exp Abdominal Pain/

(abdomin* adj3 (tender* or sore* or discomfort*)).tw.
Epigastri* pain*.tw.

(epigastri* adj3 (pain* or ache* or sore*)).tw.

hypochondri* pain*.tw.

(hypochondri* adj3 (pain* or ache* or sore*)).tw.

(right shoulder* adj3 (pain* or ache* or sore*)).tw.

exp Gastrointestinal Hemorrhage/

(gastrointestin* adj3 (h?emorrhage* or bleed*)).tw.
(abnormal adj3 bleed*).tw.

exp "Esophageal and Gastric Varices"/

((dilate* or wide*) adj3 vein*).tw.

?esophageal varice®.tw.

(spider naevi* or spider angioma* or nevus araneus® or spider nevus® or vascular spider* or spider telangiectasia*).tw.
(visible* adj3 blood vessel*).tw.

((vomit* or nausea® or emesis*) adj3 (blood* or bleed*)).tw.
((dark* or black or tarry) adj3 stool*).tw.

((full* or bloat*) adj3 eat*).tw.

exp Confusion/

confus®.tw.

exp Diarrhea/

Diarrh?ea.tw.

exp Jaundice/

(jaundice* or icterus).tw.

(dark* adj3 urin*).tw.

dark colour*® urin*.tw.

((pale or clay) adj3 stool*).tw.

exp Pruritus/
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88. pruritus*.tw.

89. itch*.tw.

90. exp Cachexia/

91. cachexia*.tw.

92. wasting syndrome.tw.

93. exp Muscular Atrophy/

94. musc* atrophy*.tw.

95. musc* wast*.tw.

96. (musc* adj3 wast*).tw.

97. exp Hypercalcemia/

98. hypercalc?emia*.tw.

99. exp Polycythemia/

100. polycythemia*.tw.

101. Erythrocytosis*.tw.

102. ((increase* or raise*) adj3 red cell mass).tw.
103. exp Fever/

104. fever*.tw.

105. pyrexia®.tw.

106. exp Sweat/

107. sweat*.tw.

108. exp Hot Temperature/

109. ((hot* or high* or raise* or increase*) adj3 temperature*).tw.
110. exp Shivering/

111. shiver*.tw.

112. exp Vomiting/

113. exp Nausea/

114. (vomit* or nausea* or emesis*).tw.

115. weak*.tw.

116. exp Fatigue/

117. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless*).tw.
118. ((los* or lack*) adj3 (libido* or sex drive*)).tw.
119. exp Erectile Dysfunction/

120. erect* dysfunction®.tw.

121. impoten*.tw.

122. (testic* adj3 (swoll* or swell*)).tw.

123. (urine adj3 (blood* or bleed*)).tw.
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124.
125.
126.
127.
128.
129.
130.
131.
132.
133.
134.
135.
136.
137.
138.
139.
140.
141.
142.
143.
144.
145.
146.
147.
148.
149.
150.
151.
152.
153.
154.
155.
156.
157.
158.
159.

exp Gynecomastia/

Gyn?ecomastia*.tw.

(breast* adj3 (men* or man or male*)).tw.
((stomach or period*) adj3 (pain* or cramp®)).tw.
exp Dysmenorrhea/

dysmenorrh?ea®.tw.

exp Flushing/

flush*.tw.

(appetite adj3 (los* or poor*)).tw.

exp Weight Loss/

(weight adj3 los*).tw.

exp Thromboembolism/

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.

((high level* or raise*) adj3 inflammatory marker*).tw.
exp Anemia/

an?emia*.tw.

(iron adj deficien*).tw.

exp Thrombocytosis/

(thrombocythemia* or thrombocytosis*).tw.
(unexplain* adj3 lymphadenopathy).tw.
(unexplain* adj3 swollen* lymph node*).tw.
(unexplain* adj3 lymph node* swell*).tw.
((chest wall or rib*) adj3 pain*).tw.

exp Cough/

cough®.tw.

exp Dyspnea/

dyspn?ea*.tw.

breathless*.tw.

(short* adj3 breath*).tw.

exp Hemoptysis/

h?emoptysis*.tw.

exp Hoarseness/

hoarse*.tw.

exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.

exp Intestinal Obstruction/
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160. ((intestin* or bowel) adj3 obstruct®).tw.
161. ((bone* or skeletal) adj3 pain*).tw.

162. exp Fractures, Spontaneous/

163.
164.

patholog*® adj fracture®).tw.

bone* adj (fracture* or weak* or broken)).tw.

166.
167.

(
(
165. (pain* adj multiple site*).tw.
(pain* adj3 multiple adj site®).tw.
(pain* adj3 multiple adj site®).tw.
168. (focal adj (neurolog* sign* or neurolog* deficit* or CNS*)).tw.
169. exp Headache/
170. (headache* or migraine*).tw.
171. imbalance®.tw.
172. ((lack* or los*) adj3 balance*).tw.
173. exp Personality Disorders/
174. (personality adj (change* or disturb*)).tw.
175. (hyper-somnolence or hypersomnia).tw.
176. (excessive day* sleep* or EDS).tw.
177. ((visual* or eye*) adj (disturb* or problem*)).tw.
178. exp Seizures/
179. (seizure* or convuls* or fit*1 or epilep* or blackout®).tw.
180. or/42-179
181. exp hepatitis, chronic/
182. cirrho*.tw.
183. chronic hepatitis*.tw.
184. or/181-183
185. exp neoplasms/
186. (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or adenoma®*).tw.
187. 185 or 186
188. 184 and 187
189. 180 or 188
190. 41 and 189
191. limit 190 to yr="1980-Current"
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21. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 206 22/05/2013
Update search 90 17/06/2014
Premedline 69 22/05/2013
Update search 102 17/06/2014
Embase 533 22/05/2013
Update search 476 17/06/2014
NHSEED +HTA 86 22/05/2013
Update search 20 17/06/2014
HEED 29 22/05/2013
Update search 2 17/06/2014
CRD 32 22/05/2013
Update search 1 17/06/2014

1

2

3

4

5

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Liver Cancer should be done with clinical
responsibility retained by primary care?

Question no: Liver Cancer - Tests

22. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 992 190 21/05/2013
Premedline 1980-5/2013 75 19 22/05/2013
Embase 1980-5/2013 1742 176 22/05/2013
Cochrane Library 1980-5/2013 182 2 22/05/2013
Psychinfo 1980-5/2013 1 0 22/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 108 10 22/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 329

Update Search
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Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 23 2 19/08/2014
19/08/2014

Premedline 5/2013- 73 5 19/08/2014
19/08/2014

Embase 5/2013- 70 5 19/08/2014
19/08/2014

Cochrane Library 5/2013- 92 0 19/08/2014
19/08/2014

Web of Science (SCI & SSCI) | 5/2013- 25 4 19/08/2014

and ISI Proceedings 19/08/2014

Total References retrieved (after de-duplication): 14

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1.

2
3
4
5
6.
7
8
9

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.

exp Primary Health Care/

. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

exp Physicians, Family/

. exp General Practitioners/
. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.

casualty*.tw.

1Tor2or3ord4or5or6or7or8or9or10or 11 or12or 13 or 14 or 15

(risk* adj cancer®).tw.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

(suspect* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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20.
21.

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

initial investigat® adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23. (missed diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
24.
25.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

delay* diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

27. 16 or 26

28. exp Liver Neoplasms/

29. exp Carcinoma, Hepatocellular/

30. (liver adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

31. (hepat* adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

32. (HCC adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or
adenoma®)).tw.

33. (fibrolamellar adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma*
or adenoma®)).tw.

34. exp Cholangiocarcinoma/

35. Cholangiocarcinoma®.tw.

36. Angiosarcoma®.tw.

37. exp Hepatoblastoma/

38. Hepatoblastoma®.tw.

39. h?emangiosarcoma*.tw.

40. 28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39

41. 27 and 40

42. ultrasound*.tw.

43. exp Diagnostic Imaging/

44. (ct adj scan®).tw.

45. exp Tomography, X-Ray Computed/

46. Alpha?Fetoprotein®.tw.

47. exp Magnetic Resonance Spectroscopy/ or exp Magnetic Resonance Imaging/

48. MRI*.tw.

49. 42 or 43 or 44 or 45 or 46 or 47 or 48

50. 41 and 49

51. limit 50 to yr="1980 -Current”

1
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of colorectal cancer in patients presenting in primary care with

symptom(s)?

Question no: Colorectal Cancer - symptoms

23. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-7/2012 3575 329 10/08/2012
Premedline 1980-7/2012 16 12 11/07/2012
Embase 1980-7/2012 4169 279 18/07/2012
Cochrane Library 1980-7/2012 725 5 18/07/2012
Psychinfo 1980-7/2012 12 4 18/07/2012
Web of Science (SCI & SSCI) | 1980-7/2012 1207 53 18/07/2012

Total References retrieved (after de-duplication): 519

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 7/2012- 172 24 13/08/2014
13/08/2014

Premedline 7/2012- o8 20 13/08/2014
13/08/2014

Embase 7/2012- 655 31 13/08/2014
13/08/2014

Cochrane Library 7/2012- 23 0 13/08/2014
13/08/2014

Web of Science (SCI & SSCI) | 7/2012- 297 3 13/08/2014

and ISI Proceedings 13/08/2014

Total References retrieved (after de-duplication): 70

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

COLORECTAL CANCER AND “SIGNS AND SYMPTOMS” AND (PRIMARY CARE OR SUSPECTED CANCER)
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1. exp Rectal Diseases/

2. exp Colonic Diseases/

3. exp Gastrointestinal Neoplasms/ or exp Gastrointestinal Diseases/

4. ((colon or colonic) adj3 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
5. ((colorect* or colo rect*) adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

6. ((rectal® or rectum*) adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
7. exp Rectal Neoplasms/

8. exp Colonic Neoplasms/

9. exp colorectal neoplasms/

10. (bowel adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
11.1or2or3or4or5oré6or7or8or9or10

12. exp "Signs and Symptoms"/

13.
14.

distal adj3 symptom*).tw.

rectal adj5 (bleed* or h?emorrhag*)).tw.

16.
17.

(
(
15. (Abdominal adj mass*).tw.
(Rectal adj mass*).tw.
((tenesmus or strain*) adj5 pain* adj5 (stool* or feces or fecal or faeces or faecal)).tw.
18. Abdomin* distension*.tw.
19. ((abdominal or abdomen) adj5 pain).tw.
20. (loss adj5 appetite®).tw.
21. exp Constipation/
22. Constipation®.tw.
23. exp Diarrhea/
24. (loose adj5 stool®).tw.
25. (diarrhea or diarrhoea or diarrhaea).tw.
26. exp Abdominal Pain/
27. exp Colic/
28. exp Dyspepsia/
29. indigestion*.tw.
30. exp Dyspnea/
31. (short* adj5 breath).tw.
32. exp Fatigue/
33. (fatigue or tired* or exhaust® or letharg* or langui* or lassitude or listless®).tw.
34. exp Jaundice/

35. (jaundi* or yellow*).tw.

Suspected Cancer: Appendix G (November 2014) Page 71 of 232






DRAFT FOR CONSULTATION

36.
37.
38.
39.
40.
41.
42.
43.
44.
45.
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
.

exp Lower Urinary Tract Symptoms/
Fecal Incontinence/ or Urinary Incontinence/
incontinen*.tw.

Lump*.tw.

(pelvic adj5 (mass* or pain)).tw.

exp Thromboembolism/

thrombo*. tw.

exp Vomiting/

(Vomit* or nause*).tw.

exp Weight Loss/

(Weight adj loss*).tw.

(bowel adj5 habit* adj5 chang*).tw.
((stool* or bowel*) adj5 frequency).tw.
exp Anemia/

(iron deficien* or anaemi* or anemi*).tw.
inflammatory marker*.tw.

exp Thrombocytosis/

(high adj platelet adj count*).tw.

exp Hepatomegaly/

(enlarged adj liver*).tw.

exp Hot Flashes/

(Abnormal adj Liver*).tw.

(night adj sweat*).tw.

((hot adj flush*) or (hot adj flash*)).tw.
mucous discharge®.tw.

(gastrointestin® adj3 symptom®).tw.
or/12-61

exp Primary Health Care/

exp Physician's Practice Patterns/

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp Ambulatory Care Facilities/

exp Community Health Centers/
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72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.

exp Outpatient Clinics, Hospital/
GUM clinic*.tw.
exp Ambulatory Care/
casualty*.tw.
exp "Referral and Consultation"/
((primary or communit$) adj5 care).ti,ab.
(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
63 or 64 or 65 or 66 or 67 or 68 or 69 or 70 or 71 or 72 or 73 or 74 or 75 or 76 or 77 or 78
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
]

(
(
(
(
(initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
or/80-88

79 or 89

11 and 62

90 and 91

Limit 92 to yr="1980-Current”
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24. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to the original and the update search.

Database name No of references Finish date of search
found
Medline 477 18/10/2012
Update search 599 16/06/2014
Premedline 112 18/10/2012
Update search 158 16/06/2014
Embase 1772 18/10/2012
Update search 1296 16/06/2014
NHSEED + HTA 291 18/10/2012
Update search 91 16/06/2014
HEED 134 18/10/2012
Update search 51 16/06/2014
CRD 136 18/10/2012
Update search 27 16/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Colorectal Cancer should be done with
clinical responsibility retained by primary care?

Question no: Colorectal Cancer - Tests

25. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2012 1321 136 10/01/2013
Premedline 1980-2012 35 4 14/01/2013
Embase 1980-2012 896 132 14/01/2013
Cochrane Library 1980-2012 116 3 14/01/2013
Psychinfo 1980-2012 4 1 14/01/2012
Web of Science (SCI & SSCI) | 1980-2012 79 21 14/01/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 226

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of
search
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Medline 2013-13/08/2014 | 48 9 13/08/2014
Premedline 2013-13/08/2014 | 37 4 13/08/2014
Embase 2013-13/08/2014 | 131 26 13/08/2014
Cochrane Library 2013-13/08/2014 | 15 1 13/08/2014
Web of Science (SCl & SSCI) | 2013-13/08/2014 | 118 1 13/08/2014
and ISI Proceedings

Total References retrieved (after de-duplication): 25
Note:
The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE

Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. ((colon or colonic) adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
2. ((colorect* or colo rect*) adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

3. ((rectal* or rectum*) adj3 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
4. exp Rectal Neoplasms/

5. exp Colonic Neoplasms/

6. exp colorectal neoplasms/

7. 0r/1-6

8. exp Primary Health Care/

9. exp Physician's Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation"/

16. exp Unnecessary Procedures/

17. ((primary or communit$) adj5 care).ti,ab.

18. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
19. exp Outpatient Clinics, Hospital/

20. exp Ambulatory Care/

21. exp Community Health Services/ or exp Community Health Centers/
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22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.
47.
48.
49.
50.

GUM clinic*.tw.
casualty*.tw.
8or9or10or11or12or 13 or 14 or 15 0r 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat* adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33

24 or 34

7 and 35

exp Colonoscopy/

Colonoscop*.tw.

exp Sigmoidoscopy/

Sigmoidoscop®. tw.

exp Colonography, Computed Tomographic/

exp Carcinoembryonic Antigen/

(Barium adj enema®).tw.

f?ecal occult blood test*.tw.

exp Diagnostic Imaging/

(CT adj (scan* or imaging or examination)).tw.

exp Biopsy/

37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47

36 and 48

limit 49 to yr=“1980-Current”

NATIONAL COLLABORATING CENTRE FOR CANCER
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Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of anal cancer in patients presenting in primary care with symptom(s)?

Question no: Anal Cancer - symptoms

26. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-9/2012 217 99 04/09/2012
Premedline 1980-9/2012 8 1 04/09/2012
Embase 1980-9/2012 264 61 04/09/2012
Cochrane Library 1980-9/2012 132 2 12/09/2012
Psychinfo 1980-9/2012 6 0 12/09/2012
Web of Science (SCI & SSCI) | 1980-9/2012 85 11 12/09/2012

Total References retrieved (after de-duplication): 128

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 9/2012- 7 0 26/08/2014
26/08/2014

Premedline 9/2012- 38 0 26/08/2014
26/08/2014

Embase 9/2012- 61 1 26/08/2014
26/08/2014

Cochrane Library 9/2012- 58 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 9/2012- 27 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 1

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Anus Neoplasms/

2. ((anus or anal) adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

3.10r2

4. exp Primary Health Care/

Suspected Cancer: Appendix G (November 2014)

Page 77 of 232






DRAFT FOR CONSULTATION

5. exp Physician's Practice Patterns/

6. exp Family Practice/

7. exp Physicians, Primary Care/

8. exp General Practice/

9. exp Physicians, Family/

10. exp General Practitioners/

11. exp "Referral and Consultation”/

12. ((primary or communit$) adj5 care).ti,ab.

13. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

14. 4or50r6o0r7or8or9or10or11or12or 13

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

(
(
(
(
19. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj10 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

24. 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23

25. 14 or 24

26. 3 and 25

27. Limit 26 to yr="1980-Current”

27. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 24 13/06/2013

Update Search 17 17/06/2014

Premedline 11 13/06/2013
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Update Search 4 17/06/2014
Embase 88 13/06/2013
Update Search 46 17/06/2014
NHSEED + HTA 9 13/06/2013
Update Search 2 17/06/2014
HEED 4 13/06/2013
Update Search 0 17/06/2014
CRD 10 13/06/2013
Update Search 0 17/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Anal Cancer should be done with clinical
responsibility retained by primary care?

Question no: Anal Cancer - Tests

28. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-6/2013 146 19 11/06/2013
Premedline 1980-6/2013 19 2 11/06/2013
Embase 1980-6/2013 196 29 12/06/2013
Cochrane Library 1980-6/2013 57 0 12/06/2013
Psychinfo 1980-6/2013 5 0 11/06/2013
Web of Science (SCl & SSCI) | 1980-6/2013 93 9 13/06/2013

Total References retrieved (after de-duplication): 44

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 6/2013- 5 0 26/08/2014
26/08/2014

Premedline 6/2013- 13 1 26/08/2014
26/08/2014

Embase 6/2013- 38 4 26/08/2014
26/08/2014

Cochrane Library 6/2013- 12 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 6/2013- 12 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 5

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
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Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26
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28. exp Anus Neoplasms/

29. ((anus or anal) adj3 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
30. 28 or 29

31. test*.tw.

32. diagnos*.tw.

33. exp Histology/

34. histolog®.tw.

35. exp Biopsy/

36. biops*.tw.

37. exp Proctoscopy/

38. proctoscop*.tw.

39. rectoscop*.tw.

40. exp Sigmoidoscopy/

41. sigmoidoscop®.tw.

42. or/31-40

43. 30 and 42

44, 27 and 43

45. limit 44 to yr="1980 -Current”

1
Chapter 9: Breast cancer
3

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspectedcancer Literature search summary

Question title: What is the risk of breast cancer in patients presenting in primary care with symptom(s)?

Question no: Breast Cancer - symptoms

29. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-4/2013 1361 122 22/04/2013
Premedline 1980-4/2013 275 24 23/04/2013
Embase 1980-4/2013 1776 151 25/04/2013
Cochrane Library 1980-4/2013 426 4 25/04/2013
Psychinfo 1980-4/2013 385 23 23/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 1541 84 26/04/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 284
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Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 4/2013- 145 9 12/08/2014
12/08/2014

Premedline 4/2013- 172 11 12/08/2014
12/08/2014

Embase 4/2013- 578 13 12/08/2014
12/08/2014

Cochrane Library 4/2013- 138 0 12/08/2014
12/08/2014

Web of Science (SCI & SSCI) | 4/2013- 95 2 12/08/2014

and ISI Proceedings 12/08/2014

Total References retrieved (after de-duplication): 30

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1.

2
3
4
5
6.
7
8
9

10.
1.
12.
13.
14.
15.
16.
17.
18.

exp Primary Health Care/

. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

exp Physicians, Family/

. exp General Practitioners/
. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.

casualty*.tw.

1or2or3or4or5or6or7or8or9or10or 11 or12or 13 or 14 or 15

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

(suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.

risk* adj cancer®).tw.
initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

initial investigat* adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

16 or 26

exp Breast Neoplasms/

exp Carcinoma, Intraductal, Noninfiltrating/

Carcinoma, Medullary/

Paget's Disease, Mammary/

exp Carcinoma, Ductal, Breast/

exp Carcinoma, Lobular/

(breast adj3 (neoplas* or cancer® or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or

malignanc* or dcis or duct* or infiltrating or intraduct* or lobul* or medullary or tubular)).tw.

35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.
47.
48.
49.
50.
51.
52.
53.

(paget* and (breast* or mammary or nipple*)).tw.
or/28-35

exp "Signs and Symptoms"/

symptom®*.tw.

exp Mastodynia/

mastodynia®.tw.

mastalgia. tw.

mammalgia. tw.

(breast* adj3 pain*).tw.

(breast* adj3 (mass* or lump* or bump*)).tw.

exp Nipples/

nipple*.tw.

(nipple* adj3 bleed*).tw.

(nipple* adj3 inver®).tw.

(nipple* adj3 eczema). tw.

(breast* adj3 (skin adj3 change*)).tw.

(nipple* adj3 discharge®).tw.

(skin* adj3 (dimpl* or indent* or ulcerat® or peau d?orange)).tw.

exp Fatigue/
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54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.

(fatig® or tired* or exhaust* or letharg* or langui® or lassitude or listless®).tw.
(appetite adj3 los*).tw.

exp Weight Loss/

(weight adj3 los*).tw.

exp Thromboembolism/

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.
((high level* or raise*) adj3 inflammatory marker*).tw.

exp Anemia/

an’emia®. tw.

(iron adj deficien®).tw.

exp Thrombocytosis/

(thrombocythemia* or thrombocytosis®). tw.

exp Hypercalcemia/

hypercalc?emia*.tw.

(unexplain* adj3 lymphadenopathy).tw.
(unexplain* adj3 swollen* lymph node*).tw.
(unexplain* adj3 lymph node* swell*).tw.
((chest wall or rib*) adj3 pain*).tw.

exp Cough/

cough®.tw.

exp Dyspnea/

dyspn?ea®.tw.

breathless*.tw.

(short* adj3 breath®).tw.

exp Hemoptysis/

h?emoptysis*. tw.

exp Hoarseness/

hoarse*.tw.

exp Abdominal Pain/

abdomin* pain*.tw.

abdomin* distension®.tw.

(abdomin* adj3 (distension* or pain*)).tw.
exp Hepatomegaly/

Hepatomegaly*. tw.

((enlarge* or swollen or swell*) adj3 liver).tw.

exp Jaundice/
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90.
91.
92.
93.
94.
95.
96.
97.
98.
99.
100
101
102

103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.

(jaundice® or icterus).tw.
exp Liver Function Tests/
(liver function test* adj3 abnormal*).tw.
exp Vomiting/
exp Nausea/
(vomit* or nausea* or emesis).tw.
exp Intestinal Obstruction/
((intestin* or bowel) adj3 obstruct*®).tw.
((bone* or skeletal) adj3 pain*).tw.
exp Fractures, Spontaneous/
. (patholog* adj fracture*).tw.
. (bone* adj (fracture* or weak* or broken)).tw.
. (pain* adj multiple site*).tw.
(pain* adj3 multiple adj site*).tw.
exp Confusion/

confus*.tw.

exp Headache/

(headache* or migraine®).tw.

imbalance®.tw.

((lack* or los*) adj3 balance*).tw.

exp Personality Disorders/

(personality adj (change* or disturb*)).tw.

(pain adj3 multiple adj site*).tw.
(hyper-somnolence or hypersomnia).tw.
(excessive day* sleep* or EDS).tw.

((visual* or eye*) adj (disturb* or problem*)).tw.
exp Seizures/

(seizure* or convuls* or fit*1 or epilep* or blackout®).tw.
or/37-118

36 and 119

27 and 120

limit 121 to yr="1980-2013"

(focal adj (neurolog* sign* or neurolog* deficit* or CNS*)).tw.
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30. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 698 25/04/2013
Update search 374 16/06/2014
Premedline 303 30/04/2013
Update search 332 16/06/2014
Embase 2330 30/04/2013
Update search 1081 16/06/2014
Cochrane Library (except NHSEED) 314 30/04/2013
Update search 63 16/06/2014
HEED 94 30/04/2013
Update search 33 16/06/2014
CRD 141 30/04/2013
Update search 51 16/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Breast Cancer should be done with clinical

responsibility retained by primary care?

Question no: Breast Cancer - Tests

31. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-4/2013 1663 326 24/04/2013
Premedline 1980-4/2013 350 45 24/04/2013
Embase 1980-4/2013 1509 290 25/04/2013
Cochrane Library 1980-4/2013 274 22 25/04/2013
Psychinfo 1980-4/2013 67 4 24/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 164 14 25/04/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 553

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of
search
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Medline 4/2013- 349 17 12/08/014
12/08/014

Premedline 4/2013- 180 11 12/08/014
12/08/014

Embase 4/2013- 137 11 12/08/014
12/08/014

Cochrane Library 4/2013- 77 0 12/08/014
12/08/014

Web of Science (SCI & SSCI) | 4/2013- 16 0 12/08/014

and ISI Proceedings 12/08/014

Total References retrieved (after de-duplication): 36
Note:
The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE

Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Breast Neoplasms/
. exp Carcinoma, Intraductal, Noninfiltrating/

. Carcinoma, Medullary/

2
3
4. Paget's Disease, Mammary/
5. exp Carcinoma, Lobular/

6. exp Carcinoma, Ductal, Breast/

7. (breast adj3 (neoplas$ or cancer or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma* or leiomyosarcoma* or malignanc*
or dcis or duct* or infiltrating or intraduct* or lobul* or medullary or tubular)).tw.

8. (paget* and (breast* or mammary or nipple*)).tw.

9.10r2or3or4or5or6or7or8

10. exp Primary Health Care/

11. exp Physician's Practice Patterns/

12. exp Family Practice/

13. exp Physicians, Primary Care/

14. exp General Practice/

15. exp Physicians, Family/

16. exp General Practitioners/

17. exp "Referral and Consultation”/

18. ((primary or communit$) adj5 care).ti,ab.

19. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

20. exp Outpatient Clinics, Hospital/
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21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.
47.

exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34

25 or 35

9 and 36

Ultrasound*.tw.

exp Diagnostic Imaging/

exp Mammography/

exp Biopsy, Fine-Needle/

exp Histology/

histolog*.tw.

Mammograph*.tw.

38 or 39 or 40 or 41 or 42 or 43 or 44

37 and 45

limit 46 to yr="1980 -Current”

1
2

Chapter 10: Gynaecological cancers

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of endometrial cancer in patients presenting in primary care with
symptom(s)?

Question no: Endometrial Cancer - symptoms
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32. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 849 63 12/04/2013
Premedline 1980-4/2013 24 3 12/04/2013
Embase 1980-4/2013 2855 111 15/04/2013
Cochrane Library 1980-4/2013 565 3 15/04/2013
Psychinfo 1980-4/2013 5 0 12/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 259 9 16/04/2013

Total References retrieved (after de-duplication): 144

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 41 2 13/08/2014
13/08/2014

Premedline 4/2013- 32 7 13/08/2014
13/08/2014

Embase 4/2013- 196 6 13/08/2014
13/08/2014

Cochrane Library 4/2013- 81 0 13/08/2014
13/08/2014

Web of Science (SCI & SSCI) | 4/2013- 14 1 13/08/2014

and ISI Proceedings 13/08/2014

Total References retrieved (after de-duplication): 14

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp General Practice/

2
3
4. exp Physicians, Primary Care/
5
6. exp Physicians, Family/

7

. exp General Practitioners/
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8. exp "Referral and Consultation”/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. 1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

17.
18.
19.
20.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23.
24,

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
25. (

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

27. 16 or 26

28. exp Genital Neoplasms, Female/

29. exp Endometrial Neoplasms/

30. exp Uterine Neoplasms/

31. (endometri* adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or
sarcoma)).tw.

32. (womb adj3 (cancer® or neoplasm* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma)).tw.
33. (uter* adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or sarcoma)).tw.
34, (gynaecolog® adj3 (cancer® or neoplasm* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma* or
sarcoma)).tw.

35. exp Carcinoma, Endometrioid/

36. endometrioid adenocarcinoma®. tw.

37. Papillary serous carcinoma®*.tw.

38. (papillary serous adj (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma® or
sarcoma)).tw.

39. Clear cell carcinoma*.tw.

40. (clear cell adj (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or
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sarcoma)). tw.

41
42

43.
44,
45,
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.

or/28-40

exp Postmenopause/ and exp Uterine Hemorrhage/

(post?menopaus* adj3 (vagin* bleed* or vagin* h?emorrhage)). tw.

(post?menopaus* adj3 (uter* bleed* or uter* h?emorrhage)).tw.
exp Uterine Hemorrhage/
((abnormal or change*) adj3 vagin* bleed*).tw.

((abnormal or change*) adj3 uter* bleed*).tw.

((abnormal or change*) adj3 pre?menopausal adj3 (uter* bleed* or vagin* bleed*)).tw.

exp Menorrhagia/
menorrhagia*. tw.

heav* period*.tw.

((heav* or long* or change* frequent* or irregular* or inter-menstrua*) adj5 (period* or vagin* bleed*)).tw.

exp Vaginal Discharge/

vagin* discharge®.tw.

(vagin* adj3 discharge®).tw.

exp Abdominal Pain/

(low* adj3 abdomin* pain*).tw.
abdomin* pressure®.tw.

(low* adj3 abdomin* pressure*).tw.
exp Pelvic Pain/

pelvic pain*.tw.

pelvic pressure*.tw.

(pelvic adj3 (pain* or pressure*)).tw.
(sex* adj3 pain*).tw.

(sexual intercourse adj3 pain®).tw.
abdomin* swell*.tw.

swollen* abdomin®.tw.

abdomin* bloat*. tw.

(abdomin* adj3 (swell* or swollen* or bloat*)).tw.
((lump* or mass* or bump*) adj3 abdomin®).tw.
exp Polyuria/

(frequent* adj3 urinat®).tw.

exp Urinary Tract Infections/

(urin® adj infection*).tw.

exp Dysuria/
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76. exp Urination Disorders/

77. pain* urin*.tw.

78. ((pain* or difficult*) adj3 urin®).tw.

79. exp Constipation/

80. constipat®.tw.

81. (leg* adj3 (swollen* or swell* or bloat*)).tw.

82. (abdomin* adj3 mass*).tw.

83. abdomin* mass*.tw.

84. (abdomin* adj3 (tender* or sore*)).tw.

85. ((englarge* or irregular*) adj3 uter*).tw.

86. exp Gynecological Examination/

87. exp Dysmenorrhea/

88. pelvi* pain*.tw.

89. exp Menstruation Disturbances/

90. Polymenorrhoea*. tw.

91. exp Dyspareunia/

92. Dyspareunia®.tw.

93. exp Fatigue/

94. (fatig® or tired* or exhaust* or letharg® or langui* or lassitude or listless*).tw.
95. appetite loss*.tw.

96. exp Weight Loss/

97. (weight adj los*).tw.

98. exp Thromboembolism/

99. ((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.
100. ((high level* or raise*) adj3 inflammatory marker*).tw.

101. exp Anemia/

102. an?emia®.tw.

103. (iron adj deficien*).tw.

104. exp Thrombocytosis/

105. (thrombocythemia* or thrombocytosis*).tw.

106. exp Hypercalcemia/

107. Hypercalc?emia®.tw.

108. (unexplain* adj3 lymphadenopathy).tw.
109. (unexplain* adj3 swollen* lymph node*).tw.

110. (unexplain* adj3 lymph node* swell*).tw.

(
(
(
(

111. ((chest wall or rib*) adj3 pain*).tw.
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112
113
114
115
116
117
118
119

120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.
131.
132.
133.
134.
135.
136.
137.
138.
139.
140.
141.
142.
143.
144.
145.
146.
147.

. exp Cough/

. cough*.tw.

. exp Dyspnea/

. dyspn?ea*.tw.

. breathless*.tw.

. (short* adj3 breath*).tw.

. exp Hemoptysis/

. h?emoptysis. tw.

exp Hoarseness/

hoarse*.tw.

abdomin* distension®.tw.

(abdomin* adj3 distension®).tw.

exp Hepatomegaly/

((enlarge* or swollen or swell*) adj3 liver).tw.
exp Jaundice/

(jaundice* or icterus).tw.

exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.
exp Vomiting/

exp Nausea/

(vomit* or nausea*).tw.

(vomit* or nausea* or emesis).tw.

exp Intestinal Obstruction/

bowel obstruct®.tw.

((bone* or skeletal) adj3 pain*).tw.

exp Fractures, Spontaneous/

(patholog* adj fracture®).tw.

(bone* adj (fracture* or weak* or broken)).tw.
(pain* adj multiple site*).tw.

exp Confusion/

confus®.tw.

(focal adj (neurolog® sign* or neurolog* deficit* or CNS*)).tw.
exp Headache/

(headache* or migraine®).tw.
imbalance®.tw.

((lack* or los*) adj3 balance*).tw.
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148. exp Personality Disorders/
149.
150.

personality adj (change* or disturb*)).tw.

behavio?r* adj change).tw.

152.
153.

(
(
151. (hyper-somnolence or hypersomnia). tw.
(excessive day* sleep* or EDS).tw.

((visual* or eye*) adj (disturb* or problem*)).tw.
154. exp Seizures/
155. (seizure* or convuls* or fit*1 or epilep* or blackout*).tw.
156. or/42-155
157. 41 and 156
158. 27 and 157

159. limit 158 to yr="1980-2013"

33. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 357 19/06/2013
Update search 160 16/06/2014
Premedline 42 19/06/2013
Update search 31 16/06/2014
Embase 623 20/06/2013
Update search 319 16/06/2014
NHSEED + HTA 29 20/06/2013
Update search 45 16/06/2014
HEED 19 20/06/2013
Update search 1 16/06/2014
CRD 28 20/06/2013
Update search 2 16/06/2014

1

2

3

4

5

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Endometrial Cancer should be done with
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clinical responsibility retained by primary care?

Question no: Endometrial Cancer - Tests

34. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-6/2013 1107 80 19/06/2013
Premedline 1980-6/2013 66 6 19/06/2013
Embase 1980-6/2013 2720 101 20/06/2013
Cochrane Library 1980-6/2013 145 8 20/06/2013
Psychinfo 1980-6/2013 3 1 19/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 57 16 20/06/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 181

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 6/2013- 10 1 13/08/2014
13/08/2014

Premedline 6/2013- 51 4 13/08/2014
13/08/2014

Embase 6/2013- 45 4 13/08/2014
13/08/2014

Cochrane Library 6/2013- 78 0 13/08/2014
13/08/2014

Web of Science (SCI & SSCI) | 6/2013- 7 0 13/08/2014

and ISI Proceedings 13/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Endometrial Neoplasms/

2. (endometri* adj3 (cancer or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma® or

sarcoma)).tw.

3. ((womb or uterin*) adj3 (cancer or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or

sarcoma)).tw.
4. exp Uterine Neoplasms/

5. exp Carcinoma, Endometrioid/
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6. exp Sarcoma, Endometrial Stromal/

7. (gynecolog* adj (cancer or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

8. or/1-7

9. exp Primary Health Care/

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.

exp Physician's Practice Patterns/

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp "Referral and Consultation"/

((primary or communit$) adj5 care).ti,ab.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

9or100r11or12or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23

suspect* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33

24 or 34

8 and 35

exp Ultrasonography/

exp Biopsy/

exp CA-125 Antigen/

CA125*.tw.

exp Hysteroscopy/
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42.
43.
44,
45.
46.
47.
48.
49.

50.

Hysteroscop*.tw.

exp Histology/

histolog*.tw.

(trans-abdominal adj ultrasound®).tw.

(trans-vaginal adj ultrasound®).tw.

pipelle.mp.

37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47
36 and 48

limit 49 to yr “1980-Current”

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of cervical cancer in patients presenting in primary care with symptom(s)?

Question no: Cervical Cancer — symptoms

35. Literature search details
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-4/2013 1076 34 17/04/2013
Premedline 1980-4/2013 42 5 18/04/2013
Embase 1980-4/2013 1532 44 18/04/2013
Cochrane Library 1980-4/2013 529 3 19/04/2013
Psychinfo 1980-4/2013 31 2 18/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 539 16 19/04/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 96

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 4/2013- 166 4 13/08/2014
13/08/2014

Premedline 4/2013- 56 5 13/08/2014
13/08/2014

Embase 4/2013- 315 9 13/08/2014
13/08/2014
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Cochrane Library 4/2013- 99 0 13/08/2014
13/08/2014

Web of Science (SCI & SSCI) | 4/2013- 20 2 13/08/2014

and ISI Proceedings 13/08/2014

Total References retrieved (after de-duplication): 18

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE

Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.
16.1or2or3or4or5or6or7or8or9or10or11or12or 13 or 14 or 15

17. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
18. (early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
19.

20.

risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
22. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
23.
24,

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(

25. (symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25
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27. 16 or 26

28. exp Genital Neoplasms, Female/

29. exp Uterine Cervical Neoplasms/

30. (cervical adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or

sarcoma)). tw.

31. (cervix adj3 (cancer* or neoplasm* or oncolog® or malignan* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma)).tw.

32. (cervix uteri* adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r or carcinoma* or adenocarcinoma* or

sarcoma)). tw.

33. (squamous cell cervical adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or

sarcoma)). tw.

34. exp Cervix Uteri/ and exp Adenocarcinoma/

35. or/28-34

36. exp "Signs and Symptoms"/

37. exp Uterine Hemorrhage/

38. ((uteri* or vagin*) adj3 (h?emorrhage* or bleed*)).tw.

39. (intermenstrual adj3 (bleed* or period)).tw.

40. postcoital bleed*.tw.

41. (sex* adj3 (bleed* or blood*)).tw.

42. irregular vaginal bleed*.tw.

43. exp Postmenopause/ and exp Uterine Hemorrhage/

44, (

45. (

46. (
(
(

post?menopaus* adj3 (vagin* bleed* or vagin* h?emorrhage)).tw.

post?menopaus* adj3 (uter® bleed* or uter* h?emorrhage)).tw.
(abnormal or change*) adj3 vagin* bleed*).tw.

47. ((abnormal or change*) adj3 uter* bleed*).tw.

48.

49. PMB.tw.

(abnormal or change*) adj3 pre?menopausal adj3 (uter* bleed* or vagin® bleed*)).tw.

50. exp Dyspareunia/

51. dyspareunia®.tw.

52. ((sex* or sexual intercourse) adj3 pain*).tw.

53. exp Vaginal Discharge/

54. (smell* adj3 vaginal discharge).tw.

55. ((blood* or stain* or bleed*) adj3 vaginal discharge).tw.
56. vagin* discharge®.tw.

57. (vagin* adj3 discharge*).tw.

58. exp Dysuria/

59. dysuria*.tw.
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60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.

exp Urinary Tract Infections/

(urin* adj infection®).tw.

pain® urin*.tw.

((pain* or difficult*) adj3 urin*).tw.
(frequent* adj3 urinat*).tw.

exp Polyuria/

polyuria®.tw.

exp Constipation/

constipat*.tw.

exp Hematuria/

h?ematuria®. tw.

exp Urinary Incontinence/

(urin* adj3 incontinen*).tw.

(leg* adj3 (swollen* or swell* or bloat*)).tw.
pelvi* pain*.tw.

cervi* abnormal®.tw.

exp Vaginal Smears/

(abnormal* adj3 smear*).tw.

exp Gynecological Examination/
gyn?ecolog® exam®.tw.

((enlarge* or firm*) adj3 cervi*).tw.

(smear* adj3 (bleed* or blood*)).tw.

exp Fatigue/

(fatig* or tired* or exhaust* or letharg® or langui* or lassitude or listless®).tw.
appetite loss*.tw.

exp Weight Loss/

(weight adj los*).tw.

exp Thromboembolism/

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.
((high level* or raise*) adj3 inflammatory marker*).tw.
exp Anemia/

an’emia*. tw.

(iron adj deficien®).tw.

exp Thrombocytosis/

(thrombocythemia* or thrombocytosis*).tw.

exp Hypercalcemia/
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96. Hypercalc?emia®. tw.

97. (unexplain* adj3 lymphadenopathy).tw.

98. (unexplain* adj3 swollen* lymph node*). tw.

99. (unexplain* adj3 lymph node* swell*).tw.

100.
101.
102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.

131

((chest wall or rib*) adj3 pain*).tw.

exp Cough/

cough*.tw.

exp Dyspnea/

dyspn?ea*.tw.

breathless*.tw.

(short* adj3 breath*).tw.

exp Hemoptysis/

h?emoptysis. tw.

exp Hoarseness/

hoarse*.tw.

abdomin* distension®.tw.

(abdomin* adj3 distension®).tw.

exp Hepatomegaly/

((enlarge* or swollen or swell*) adj3 liver).tw.
exp Jaundice/

(jaundice* or icterus).tw.

exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.
exp Vomiting/

exp Nausea/

(vomit* or nausea* or emesis).tw.

exp Intestinal Obstruction/

bowel obstruct®.tw.

((bone* or skeletal) adj3 pain*).tw.

exp Fractures, Spontaneous/

(patholog* adj fracture®).tw.

(bone* adj (fracture* or weak* or broken)).tw.
(pain* adj multiple site*).tw.

exp Confusion/

confus*.tw.

. (focal adj (neurolog*® sign* or neurolog* deficit* or CNS*)).tw.
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132. exp Headache/

133. (headache* or migraine*).tw.

134. imbalance®.tw.

135. ((lack* or los*) adj3 balance*).tw.

136. exp Personality Disorders/

137. (personality adj (change*® or disturb*)).tw.

138. (behavio?r* adj change).tw.

139. (hyper-somnolence or hypersomnia).tw.

140. (excessive day* sleep* or EDS).tw.

141. ((visual® or eye*) adj (disturb* or problem*)).tw.
142. exp Seizures/

143. (seizure* or convuls* or fit*1 or epilep* or blackout*).tw.
144. or/36-143

145. 35 and 144

146. 27 and 145

147. limit 146 to yr="1980-2013"

36. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 328 10/06/2013
Update search 146 16/06/2014
Premedline 112 10/06/2013
Update search 17 16/06/2014
Embase 1152 11/06/2013
Update search 429 16/06/2014
NHSEED + HTA 187 11/06/2013
Update search 27 16/06/2014
HEED 170 11/06/2013
Update search 13 16/06/2014
CRD 126 11/06/2013
Update search 0 16/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary
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Question title: Which investigations of symptoms of suspected Cervical Cancer should be done with

clinical responsibility retained by primary care?

Question no: Cervical Cancer - Tests

37. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-6/2013 917 138 10/06/2013
Premedline 1980-6/2013 158 6 10/06/2013
Embase 1980-6/2013 2221 114 11/06/2013
Cochrane Library 1980-6/2013 275 18 11/06/2013
Psychinfo 1980-6/2013 8 1 11/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 108 12 11/06/2013

Total References retrieved (after de-duplication): 245

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 6/2013- 170 2 13/08/2014
13/08/2014

Premedline 6/2013- 44 1 13/08/2014
13/08/2014

Embase 6/2013- 32 0 13/08/2014
13/08/2014

Cochrane Library 6/2013- 34 0 13/08/2014
13/08/2014

Web of Science (SCI & SSCI) | 6/2013- 15 0 13/08/2014

and ISI Proceedings 13/08/2014

Total References retrieved (after de-duplication): 3

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

exp Physician's Practice Patterns/

exp Family Practice/

2.
3.
4. exp Physicians, Primary Care/
5. exp General Practice/

6.

exp Physicians, Family/
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7. exp General Practitioners/

8. exp "Referral and Consultation”/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. 1or2or3or4or5or6or7or8or9or10or 11 or12or 13 or 14 or 15

17.
18.
19.
20.

suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer*).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23.
24,

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
25. (

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

27. 16 or 26

28. exp Uterine Cervical Neoplasms/

29. (cervical adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or
sarcoma)).tw.

30. (cervix adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r or carcinoma* or adenocarcinoma* or sarcoma)).tw.
31. (cervix uteri* adj3 (cancer® or neoplasm* or oncolog* or malignan® or tumo?r or carcinoma* or adenocarcinoma* or
sarcoma)).tw.

32. (squamous cell cervical adj3 (cancer® or neoplasm* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma® or
sarcoma)).tw.

33. or/28-32

34. 27 and 33

35. exp Vaginal Smears/

36. smear*.tw.

37. exp Histology/

38. histolog*.tw.

39. 35 or 36 or 37 or 38
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40. 34 and 39
41. Limit 40 to yr ‘1980-Current’

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of vulval cancer in patients presenting in primary care with symptom(s)?

Question no: Vulval Cancer - symptoms

38. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-9/2012 373 93 27/09/2012
Premedline 1980-9/2012 9 2 27/09/2012
Embase 1980-9/2012 474 125 01/10/2012
Cochrane Library 1980-9/2012 23 0 27/09/2012
Psychinfo 1980-9/2012 0 0 27/09/2012
Web of Science (SCI & SSCI) | 1980-9/2012 3 2 27/09/2012
and ISI Proceedings

Total References retrieved (after de-duplication): 167

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 9/2012- 42 0 27/08/2014
27/08/2014

Premedline 9/2012- 36 4 27/08/2014
27/08/2014

Embase 9/2012- 56 3 27/08/2014
27/08/2014

Cochrane Library 9/2012- 17 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 9/2012- 8 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.
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Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty®.tw.

.1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma*® or adenocarcinoma®)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (initial investigat* adj5 (cancer® or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26

. exp Vulvar Neoplasms/

. (vulva* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 28 or 29

. 27 and 30

. limit 31 to yr="1980 -Current”

39. Health Economics Literature search details
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The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 19 06/06/2013
Update Search 10 19/06/2014
Premedline 2 06/06/2013
Update Search 4 19/06/2014
Embase 60 06/06/2013
Update Search 36 19/06/2014
NHSE ED + HTA 4 06/06/2013
Update Search 3 19/06/2014
HEED 14 06/06/2013
Update Search 0 19/06/2014
CRD 7 06/06/2013
Update Search 0 19/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Vulval Cancer should be done with clinical
responsibility retained by primary care?

Question no: Vulval Cancer - Tests

40. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-6/2013 196 37 06/06/2013
Premedline 1980-6/2013 17 1 06/06/2013
Embase 1980-6/2013 212 57 06/06/2013
Cochrane Library 1980-6/2013 24 1 06/06/2013
Psychinfo 1980-6/2013 1 0 06/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 25 5 06/06/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 77

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 6/2013- 5 0 27/08/2014
27/08/2014
Premedline 6/2013- 24 6 27/08/2014
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27/08/2014

Embase 6/2013- 30 27/08/2014
27/08/2014

Cochrane Library 6/2013- 12 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 6/2013- 5 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1

10
11

12.
13.
14.
15.
16.
17.
18.
19.

2

22.

2

2
3
4
5
6.
7
8
9

. exp Primary Health Care/

. exp Family Practice/

. exp Physicians, Primary Care/
. exp General Practice/

exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. exp Physician's Practice Patterns/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.

casualty*.tw.

1Tor2or3ord4or5or6or7or8or9or10or11or12or 13 or 14 or 15

early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

risk* adj cancer®).tw.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

1.

3.

initial investigat* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(

missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
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24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.

(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

16 or 26

exp Vulvar Neoplasms/

(vulva* adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

28 or 29

27 and 30

limit 31 to yr="1980 -Current”

exp Biopsy/

exp Histology/

(biops* or histolog*).tw.

(test* or diagnos*).tw.

33 or 34 or 35 or 36

32 and 37

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of vaginal cancer in patients presenting in primary care with symptom(s)?

Question no: Vaginal Cancer - symptoms

41. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-9/2012 248 50 24/09/2012
Premedline 1980-9/2012 6 2 24/09/2012
Embase 1980-9/2012 293 54 27/09/2012
Cochrane Library 1980-9/2012 83 0 24/09/2012
Psychinfo 1980-9/2012 3 0 24/09/2012
Web of Science (SCI & SSCI) | 1980-9/2012 4 1 27/09/2012
and ISI Proceedings

Total References retrieved (after de-duplication): 83

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search
Medline 9/2012- 8 1 27/08/2014
27/08/2014
Premedline 9/2012- 20 1 27/08/2014
27/08/2014
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Embase 9/2012- 36 2 27/08/2014
27/08/2014

Cochrane Library 9/2012- 99 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 9/2012- 32 2 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 5

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1.
2
3
4
5
6.
7
8
9
10
11

12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.

exp Primary Health Care/

. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
initial investigat* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(
(

early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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23. (missed diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
24. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
25. (symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26

28. exp Vaginal Neoplasms/

29. ((vagina or vaginal) adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
30. 28 or 29

31. 27 and 30

32. limit 31 to yr="1980-Current”

42. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 12 05/06/2013
Update Search 8 19/06/2014
Premedline 2 05/06/2013
Update Search 4 19/06/2014
Embase 60 05/06/2013
Update Search 24 19/06/2014
NHSEED + HTA 3 05/06/2013
Update Search 1 19/06/2014
HEED 22 05/06/2013
Update Search 0 19/06/2014
CRD 1 05/06/2013
Update Search 0 19/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Vaginal Cancer should be done with clinical
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responsibility retained by primary care?

Question no: Vaginal Cancer - Tests

43. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-6/2013 151 16 05/06/2013
Premedline 1980-6/2013 10 1 05/06/2013
Embase 1980-6/2013 142 10 05/06/2013
Cochrane Library 1980-6/2013 104 0 05/06/2013
Psychinfo 1980-6/2013 4 0 05/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 76 8 05/06/2013

Total References retrieved (after de-duplication): 34

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 6/2013- 6 0 27/08/2014
27/08/2014

Premedline 6/2013- 10 0 27/08/2014
27/08/2014

Embase 6/2013- 18 2 27/08/2014
27/08/2014

Cochrane Library 6/2013- 75 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 6/2013- 19 2 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp Physicians, Family/

2
3
4
5. exp General Practice/
6
7. exp General Practitioners/
8

. exp "Referral and Consultation"/
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9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.
16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15

17.
18.
19.
20.

suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23.
24,

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
25. (

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

27. 16 or 26

28. exp Vaginal Neoplasms/

29. ((vagina or vaginal) adj3 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
30. 28 or 29

31. 27 and 30

32. diagnos®*.tw.

33. test*.tw.

34. exp Histology/

35. histolog*.tw.

36. exp Biopsy/

37. biops*.tw.

38. 32 or 33 or 34 or 35 or 36 or 37
39. 31 and 38

40. limit 39 to yr="1980 -Current”

T
Chapter 11: Urological Cancers

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary
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Question title: What is the risk of prostate cancer in patients presenting in primary care with symptom(s)?

Question no: Prostate Cancer - symptoms

44. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-11/2012 858 103 27/11/2012
Premedline 1980-11/2012 33 3 27/11/2012
Embase 1980-11/2012 2023 82 28/11/2012
Cochrane Library 1980-11/2012 134 0 28/11/2012
Psychinfo 1980-11/2012 33 4 27/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 540 66 28/11/2012

Total References retrieved (after de-duplication): 215

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 11/2012- 115 11 26/08/2014
26/08/2014

Premedline 11/2012- 57 1 26/08/2014
26/08/2014

Embase 11/2012- 289 10 26/08/2014
26/08/2014

Cochrane Library 11/2012- 77 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 11/2012- 160 5 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 24

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Prostatic Neoplasms/

2. prostatic intraepithelial neoplasia/

3. pin.tw.

4. (prostat* adj3 (cancer* or carcinoma* or malignan* or tumo?r* or neoplas* or intraepithelial* or adeno*)).tw.

5.1o0or2or3or4
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6.
7.
8.
9.
10

11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.

exp Primary Health Care/
exp Physician’s Practice Patterns/
exp Family Practice/
exp Physicians, Primary Care/
. exp General Practice/
exp Physicians, Family/
exp General Practitioners/
exp "Referral and Consultation”/
((primary or communit$) adj5 care).ti,ab.
(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
6or7or8or9or10or11or12or 13 or 14 or 150r 16 or 17 or 18 or 19 or 20
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30

21 or 31

5 and 32

exp Fatigue/

(appetite adj5 loss*).tw.

(weight adj5 loss*).tw.

exp Thromboembolism/

thromboembolism*.tw.

exp Anemia/

anemia®. tw.

exp Thrombocytosis/
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42.
43.
44,
45.
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.

thrombocytosis*®. tw.
exp Hypercalcemia/

lymphadenopathy*. tw.

(fatig® or tired* or exhaust* or letharg* or langui® or lassitude or listless®).tw.

(blood adj clot®).tw.

exp Weight Loss/

(iron deficien* or anaemi* or anemi*).tw.
(hypercalcaemia* or hypercalcemia®).tw.
(inflammat* adj marker*).tw.

exp Lower Urinary Tract Symptoms/
(frequen* or urgen* or dysuria* or cystiti*).tw.
exp Nocturia/

nocturia*.tw.

(loin adj pain*).tw.

(pelvic adj pain*).tw.

(pelvic adj mass*).tw.

exp Erectile Dysfunction/

(erectile adj dysfunction®).tw.

(erectile adj problem*).tw.

exp "Signs and Symptoms"/

exp Urinary Tract Infections/

(urin® adj infection®).tw.

(blood adj urine®).tw.

(prostat® adj3 enlarge®).tw.

(poor adj flow*).tw.

(hesitation* or hesitat®).tw.

exp Urinary Incontinence/
incontinen*.tw.

(urin* adj retention®).tw.

(incomplete adj bladder adj empty*).tw.
impotence*.tw.

(loss adj1 libido*).tw.

(pain adj3 ejaculat®).tw.

exp Hemospermia/
haematospermia®. tw.

(blood adj2 sperm®).tw.
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78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.
96.
97.
98.

99

exp Hematuria/

hard adj prostate®).tw.

abnormal adj rectal adj examinatiion*).tw.
abnormal adj renal adj function*).tw.
raised adj psa*).tw.

back adj pain®).tw.

(

(

(

(

(

(swelling adj3 leg*).tw.
(pain adj radicular®).tw.

(referred adj pain*).tw.

(lower adj limb adj weakness*).tw.
(impaired adj walking*).tw.
(sensory adj impairment*).tw.
(spinal adj tenderness*).tw.

exp Liver Function Tests/

(chest adj wall adj pain*).tw.

(rib adj pain®).tw.

cough*.tw.

exp Dyspnea/

dyspn?ea®.tw.

h?emoptisis*.tw.

hoarse*.tw.

. abdominal distention*.tw.

100. abdominal pain*.tw.

10

1. exp Hepatomegaly/

102. jaundice*.tw.

103. vomiting*.tw.

104. (bowel adj obstruction®).tw.

105. ((bone or skeletal) adj pain*).tw.

106. fracture*.tw.

107. exp Confusion/

108. consus*.tw.

109. headache*.tw.

110. imbalance*.tw.

11

1. ((personality or visual) adj disturbance®).tw.

112. seizure*.tw.

113. or/34-112
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114. 33 and 113
115. Limit 114 to yr="1980-Current”

45. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.

Database name No of references Finish date of search
found
Medline 319 11/02/2013
Update Search 166 17/06/2014
Premedline 180 11/02/2013
Update Search 213 17/06/2014
Embase 1359 11/02/2013
Update Search 551 17/06/2014
NHSEED + HTA 83 11/02/2013
Update Search 22 17/06/2014
HEED 33 11/02/2013
Update Search 12 17/06/2014
CRD 12 11/02/2013
Update Search 15 17/06/2014

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Prostate Cancer should be done with clinical
responsibility retained by primary care?

Question no: Prostate Cancer - Tests

46. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2012 3732 59 04/02/2013
Premedline 1980-2012 179 22 04/02/2013
Embase 1980-2012 1695 122 04/02/2013
Cochrane Library 1980-2012 139 15 31/01/2013
Psychinfo 1980-2012 73 3 04/02/2013
Web of Science (SCI & SSCI) | 1980-2012 491 99 31/01/2013
and ISI Proceedings
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Total References retrieved (after de-duplication): 317

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-26/08/2014 | 189 21 26/08/2014
Premedline 2013-26/08/2014 | 196 43 26/08/2014
Embase 2013-26/08/2014 | 179 42 26/08/2014
Cochrane Library 2013-26/08/2014 | 38 0 26/08/2014
Web of Science (SCI & SSCI) | 2013-26/08/2014 | 76 14 26/08/2014

Total References retrieved (after de-duplication): 84

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Prostatic Neoplasms/

. prostatic intraepithelial neoplasia/

. pin.tw.

. (prostat* adj3 (cancer® or carcinoma* or malignan* or tumo?r* or neoplas*® or intraepithelial* or adeno*)).tw.

.1or2or3o0r4

. exp Physician's Practice Patterns/

2

3

4

5

6. exp Primary Health Care/
7

8. exp Family Practice/

9. exp Physicians, Primary Care/
10. exp General Practice/

11. exp Physicians, Family/

12. exp General Practitioners/

13. exp "Referral and Consultation”/

14. ((primary or communit$) adj5 care).ti,ab.

15. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

16. exp Outpatient Clinics, Hospital/

17. exp Ambulatory Care/

18. exp Community Health Services/ or exp Community Health Centers/

19. GUM clinic*.tw.
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20. casualty*.tw.
21.60r7or8or9or10or11or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20
22. (suspect*® adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23. (early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
24. (risk* adj cancer*).tw.
25. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
26. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
27. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
28. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
29. (delay* diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
30. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
31. 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30
32. 21 or 31
33. 5and 32
34. exp Prostate-Specific Antigen/
35. (psa* adj10 diagnos*).tw.
36. exp Diagnostic Imaging/
37. exp Magnetic Resonance Spectroscopy/ or exp Magnetic Resonance Imaging/
38. ((mri* or mrs*) adj10 detect®).tw.
39. exp Biopsy/
40. exp Histology/
41. histolog*.tw.
42. 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41
43. 33 and 42
44. limit 43 to yr="1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of bladder cancer in patients presenting in primary care with
symptom(s)?

Question no: Bladder Cancer - Symptoms
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47. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2012 1070 189 03/09/2012
Premedline 1980-2012 17 5 03/09/2012
Embase 1980-2012 2103 111 30/08/2012
Cochrane Library 1980-2012 126 1 03/09/2012
Psychinfo 1980-2012 2 0 03/09/2012
Web of Science (SCI & SSCI) | 1980-2012 163 28 03/09/2012

Total References retrieved (after de-duplication): 261

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-11/08/2014 | 64 7 11/08/2014
Premedline 2013-11/08/2014 | 48 11 11/08/2014
Embase 2013-11/08/2014 | 283 18 11/08/2014
Cochrane Library 2013-11/08/2014 | 65 0 11/08/2014
Web of Science (SCI & SSCI) | 2013-11/08/2014 | 68 3 11/08/2014

Total References retrieved (after de-duplication): 26

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

BLADDER CANCER AND “SIGNS AND SYMPTOMS” AND (PRIMARY CARE OR SUSPECTED CANCER)

1. exp Primary Health Care/

. exp Family Practice/

. exp Physicians, Primary Care/
. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

O 00 N o0 U1 AW N

. exp Physician's Practice Patterns/

. ((primary or communit$) adj5 care).ti,ab.
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10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24.
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
4.
43
44,
45,

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)). tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

16 or 26

exp Urinary Bladder Neoplasms/

exp Urinary Bladder Diseases/

(bladder adj3 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

28 or 29 or 30

exp "Signs and Symptoms"/

exp Abdominal Pain/

(abdominal adj pain*).tw.

exp Hematuria/

(hematuria* or haematuria®).tw.

(blood adj urine®).tw.

bleed*.tw.

appetite loss*.tw.

(bone adj pain*).tw.

(skeletal adj pain*).tw.

exp Confusion/

confus®.tw.

exp Urinary Tract Infections/

(urin® adj infection*).tw.
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46. exp Fatigue/

47. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless*).tw.
48. exp Lower Urinary Tract Symptoms/

49,
50.
51.
52.

(frequen* or urgen* or dysuria® or cystiti*).tw.
(loin adj pain*).tw.

(pelvic adj mass*).tw.

(pelvic adj pain®).tw.

53. exp Erectile Dysfunction/

54. (erectile adj dysfunction*).tw.

55. (erectile adj problem*).tw.

56. exp Thromboembolism/

57. (blood adj clot*).tw.

58. exp Weight Loss/

59. (weight adj loss*).tw.

60. exp Anemia/

61. (iron deficien* or anaemi* or anemi*).tw.

62. exp Liver Function Tests/

63. (abnormal adj liver function test®).tw.

64. exp Hypercalcemia/

65. (hypercalcaemia® or hypercalcemia®).tw.

66. (inflammat* adj marker®).tw.

67. exp Thrombocytosis/

68. thrombocytos*.tw.

69. exp Dysuria/

70. (dysuria* or burning* or stinging* or painful urin®).tw.
71. exp Leukocyte Count/

72. white blood cell count*.tw.

73. exp Constipation/

74. constipat*.tw.

75. (raised adj creatinine*).tw.

76. 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51 or 52 or 53
or 54 or 55 or 56 or 57 or 58 or 59 or 60 or 61 or 62 or 63 or 64 or 65 or 66 or 67 or 68 or 69 or 70 or 71 or 72 or 73 or 74 or 75
77. 31 and 76

78. 27 and 77

79. limit 78 to yr="1980 - Current"
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48. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.

Database name No of references Finish date of search
found
Medline 45 22/10/2012
Update search 64 16/06/2014
Premedline 30 22/10/2012
Update search 51 16/06/2014
Embase 253 22/10/2012
Update search 282 16/06/2014
NHSEED + HTA 20 24/10/2012
Update search 12 16/06/2014
HEED 27 24/10/2012
Update search 7 16/06/2014
CRD 8 22/10/2012
Update search 4 16/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Bladder Cancer should be done with clinical

responsibility retained by primary care?

Question no: Bladder Cancer - Tests

49, Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2012 796 91 16/01/2013
Premedline 1980-2012 30 5 16/01/2013
Embase 1980-2012 358 40 17/01/2013
Cochrane Library 1980-2012 40 1 17/01/2013
Psychinfo 1980-2012 1 0 16/01/2013
Web of Science (SCI & SSCI) | 1980-2012 46 9 17/01/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 104
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Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-11/08/2014 | 37 14 11/08/2014
Premedline 2013-11/08/2014 | 52 10 11/08/2014
Embase 2013-11/08/2014 | 53 19 11/08/2014
Cochrane Library 2013-11/08/2014 | 25 0 11/08/2014
Web of Science (SCI & SSCI) | 2013-11/08/2014 | 10 1 11/08/2014

Total References retrieved (after de-duplication): 34

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Urinary Bladder Neoplasms/

.1or2

. exp Primary Health Care/

. exp Physician's Practice Patterns/
. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

O 00 N o0 U1 A oW N

. exp Physicians, Family/
10. exp General Practitioners/

11. exp "Referral and Consultation"/

12. ((primary or communit$) adj5 care).ti,ab.

13. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

14. exp Outpatient Clinics, Hospital/

15. exp Ambulatory Care/

16. exp Community Health Services/ or exp Community Health Centers/

17. GUM clinic*.tw.

18. casualty*.tw.

19.40or50r6or7or8or9or10or11or12or 13 or 14 or 150r 16 or 17 or 18

. (bladder adj3 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

20. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma*® or adenocarcinoma®)).tw.
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21. (early adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

22. (risk* adj cancer*).tw.
23. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
24.
25.
26.

27.

initial investigat® adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(
(
(
(

28. (symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
29. 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28

30. 19 or 29

31. 3 and 30

32. (urin* adj3 cytolog*).tw.

33. Ultrasound®.tw.

34. exp Diagnostic Imaging/

35. exp Cystoscopy/

36. Cystoscop*.tw.

37. exp Chorionic Gonadotropin/

38. NMP22*.tw.

39. MCM5*.tw.

40. test*.tw.

41. (Blood* adj2 HCG*).tw.

42. exp Histology/

43. histolog*.tw.

44. 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43

45. 31 and 44
46. Limit 45 to yr="1980 -Current"
1
2
3
NATIONAL COLLABORATING CENTRE FOR CANCER
Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of renal cancer in patients presenting in primary care with symptom(s)?

Question no: Renal Cancer - Symptoms

Suspected Cancer: Appendix G (November 2014) Page 126 of 232






DRAFT FOR CONSULTATION

5

0. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-2012 718 72 10/12/2012
Premedline 1980-2012 29 2 10/12/2012
Embase 1980-2012 662 57 10/12/2012
Cochrane Library 1980-2012 289 0 11/12/2012
Psychinfo 1980-2012 1 0 10/12/2012
Web of Science (SCI & SSCI) | 1980-2012 283 5 11/12/2012

and ISI Proceedings

Total References retrieved (after de-duplication): 93

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 2013-18/08/2014 | 49 8 18/08/2014
Premedline 2013-18/08/2014 | 67 7 18/08/2014
Embase 2013-18/08/2014 | 140 8 18/08/2014
Cochrane Library 2013-18/08/2014 | 207 0 18/08/2014
Web of Science (SCI & SSCI) | 2013-18/08/2014 | 67 5 18/08/2014

and ISI Proceedings

Total References retrieved (after de-duplication): 22

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

p

articular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1.

2
3
4
5
6.
7
8
9

exp Primary Health Care/

. exp Family Practice/

. exp Physicians, Primary Care/
. exp General Practice/

exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. exp Physician's Practice Patterns/

. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.

exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer*® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

16 or 26

exp Kidney Neoplasms/

(kidney adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
nephroblastoma®. tw.

exp Carcinoma, Renal Cell/

exp Carcinoma, Transitional Cell/

exp Urologic Neoplasms/

(renal adj3 (cancer* or neoplas® or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

or/28-34

27 and 35

exp "Signs and Symptoms"/

exp Abdominal Pain/

(abdominal adj pain*).tw.

exp Hematuria/

(hematuria* or haematuria®). tw.

(blood adj urine®).tw.

appetite loss*.tw.

exp Confusion/

confus®.tw.

exp Urinary Tract Infections/
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47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.
64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.

(urin* adj infection®).tw.

exp Fatigue/

(fatig® or tired* or exhaust* or letharg* or langui® or lassitude or listless®).tw.
exp Lower Urinary Tract Symptoms/

(frequen* or urgen* or cystiti*).tw.

(loin adj pain*).tw.

(pelvic adj mass*).tw.

(pelvic adj pain*).tw.

exp Thromboembolism/

(blood adj clot*).tw.

exp Weight Loss/

(weight adj loss*).tw.

exp Anemia/

(iron deficien* or anaemi* or anemi*).tw.
exp Hypercalcemia/

(hypercalcaemia* or hypercalcemia®).tw.
(inflammat* adj marker*).tw.

exp Thrombocytosis/

thrombocytos*. tw.

exp Dysuria/

(dysuria® or burning* or stinging* or painful urin*).tw.
lump*.tw.

spasm*.tw.

cramp®.tw.

growth®.tw.

exp Sweating/

night sweat*.tw.

exp Fever/

fever*.tw.

(high adj temperature®).tw.

(dull adj pain*).tw.

abdomina* mass*.tw.

abdomin* distention®.tw.

exp Vomiting/

vomit*.tw.

exp Constipation/
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83. constipat®.tw.

84. (flank adj pain*).tw.

85. (scrot* adj pain®).tw.

86. (groin* adj2 pain®).tw.

87. exp Varicocele/

88. varicocoele*.tw.

89. exp Liver Function Tests/

90. (appetite adj3 loss*).tw.

91. lymphadenopath®. tw.

92. (chest adj2 pain®).tw.

93. (rib* adj pain*).tw.

94. cough*.tw.

95. exp Dyspnea/

96. exp Hemoptysis/

97. haemopty*.tw.

98. hoarse*.tw.

99. exp Hepatomegaly/

100. exp Jaundice/

101. jaundice*.tw.

102. fracture®.tw.

103. (headache* or imbalance* or seizure*).tw.
104. (personality adj disturbance®).tw.
105. (visual adj disturbance*).tw.
106. dyspn?ea*.tw.

107. (shortness adj breath®).tw.
108. or/37-107

109. 36 and 108

110. Limit 109 to yr="1980-Current”

51. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

| Database name | No of references | Finish date of search |
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found
Medline 114 25/02/2013
Update search 65 16/06/2014
Premedline 42 25/02/2013
Update search 52 16/06/2014
Embase 469 25/02/2013
Update search 254 16/06/2014
NHSEED + HTA 32 25/02/2013
Update search 7 16/06/2014
HEED 9 25/02/2013
Update search 4 16/06/2014
CRD 20 25/02/2013
Update search 0 16/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected renal cancer should be done with clinical
responsibility retained by primary care?

Question no: Renal Cancer - Tests

52. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2/2013 377 127 20/02/2013
Premedline 1980-2/2013 11 3 20/02/2013
Embase 1980-2/2013 457 94 21/03/2013
Cochrane Library 1980-2/2013 128 1 20/02/2013
Psychinfo 1980-2/2013 1 0 21/03/2013
Web of Science (SCI & SSCI) | 1980-2/2013 45 8 21/03/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 189

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 2/2013- 10 1 18/08/2014
18/08/2014

Premedline 2/2013- 15 3 18/08/2014
18/08/2014

Embase 2/2013- 74 7 18/08/2014
18/08/2014

Cochrane Library 2/2013- 70 0 18/08/2014
18/08/2014

Web of Science (SCI & SSCI) | 2/2013- 11 2 18/08/2014

and ISI Proceedings 18/08/2014

Total References retrieved (after de-duplication): 11
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Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Kidney Neoplasms/
. (kidney adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. nephroblastoma*. tw.
. exp Carcinoma, Renal Cell/

. exp Carcinoma, Transitional Cell/

2
3
4
5
6. (renal adj3 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
7.0r/1-6
8. exp Primary Health Care/
9. exp Physician's Practice Patterns/
10. exp Family Practice/
11. exp Physicians, Primary Care/
12. exp General Practice/
13. exp Physicians, Family/
14. exp General Practitioners/
15. exp "Referral and Consultation"/
16. ((primary or communit$) adj5 care).ti,ab.
17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/
19. exp Ambulatory Care/
20. exp Community Health Services/ or exp Community Health Centers/
21. GUM clinic*.tw.
22. casualty*.tw.
23.8o0r9or 100or 11 or12 or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22
. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (risk* adj cancer®).tw.
(

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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28. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

29. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

31.

(
(

30. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(

32. (symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

34. 23 or 33

35. 7 and 34

36. exp Radiography/

37. exp Diagnostic Imaging/

38. (abdominal adj ultrasound*).tw.

39. (urine adj cytology*).tw.

40. exp Urography/

41. (Intravenous adj urogram*).tw.

42. exp X-Rays/

43. x-ray*.tw.

44. exp Tomography, X-Ray Computed/

45. (pelvis adj3 scan®).tw.

46. (scan adj3 abdomen®).tw.

47. 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46
48. 35 and 47

49. limit 48 to yr="1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of testicular cancer in patients presenting in primary care with symptom(s)?

Question no: Testicular Cancer - symptoms

53. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-9/2012 901 159 13/09/2012
Premedline 1980-9/2012 24 6 13/09/2012
Embase 1980-9/2012 871 167 20/09/2012
Cochrane Library 1980-9/2012 23 1 20/09/2012
Psychinfo 1980-9/2012 9 6 13/09/2012
Web of Science (SCI & SSCI) | 1980-9/2012 106 23 20/09/2012
and ISI Proceedings
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Total References retrieved (after de-duplication): 258

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 9/2012- 30 1 27/08/2014
27/08/2014

Premedline 9/2012- 52 0 27/08/2014
27/08/2014

Embase 9/2012- 77 2 27/08/2014
27/08/2014

Cochrane Library 9/2012- 13 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 9/2012- 18 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 2

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

p

articular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. (Neoplasms, Germ Cell and Embryonal).mp. [mp=title, abstract, original title, name of substance word, subject heading

word, protocol supplementary concept, rare disease supplementary concept, unique identifier]

1
1
1
1

. exp Testicular Neoplasms/

exp Scrotum/ab [Abnormalities]
.1or2or3or4or5oré6

. exp Primary Health Care/

0. exp Family Practice/
1. exp Physicians, Primary Care/
2. exp General Practice/

3. exp Physicians, Family/

14. exp General Practitioners/

. exp Physician's Practice Patterns/

. exp Sex Cord-Gonadal Stromal Tumors/

. (testic* adj3 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (testis adj3 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

2
3
4
5
6.
7
8
9
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15. exp "Referral and Consultation"/
16. ((primary or communit$) adj5 care).ti,ab.
17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/
19. exp Ambulatory Care/
20. exp Community Health Services/ or exp Community Health Centers/
21. GUM clinic*.tw.
22. casualty®.tw.
23.80r9or100r 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22
24. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
25. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
26. (risk* adj cancer®).tw.
27. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
28. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
29. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
30. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
31. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
32. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32
34. 23 or 33
35. 7 and 34
36. limit 35 to “1980-Current”
54. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.
The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search

found

Medline 14 22/03/2013

Update Search 12 19/06/2014

Premedline 9 22/03/2013

Update Search 6 19/06/2014

Embase 95 22/03/2013

Update Search 50 19/06/2014

NHSEED +HTA 1 22/03/2013

Update Search 0 19/06/2014

HEED 7 22/03/2013
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Update Search 0 19/06/2014
CRD 0 22/03/2013
Update Search 0 19/06/2014

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Testicular Cancer should be done with

clinical responsibility retained by primary care?

Question no: Testicular Cancer - Tests

55. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-3/2013 266 54 22/03/2013
Premedline 1980-3/2013 14 6 22/03/2013
Embase 1980-3/2013 296 51 22/03/2013
Cochrane Library 1980-3/2013 0 0 22/03/2013
Psychinfo 1980-3/2013 0 0 22/03/2013
Web of Science (SCl & SSCI) | 1980-3/2013 51 2 22/03/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 95

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 3/2013- 6 0 27/08/2014
27/08/2014

Premedline 3/2013- 17 0 27/08/2014
27/08/2014

Embase 3/2013- 36 2 27/08/2014
27/08/2014

Cochrane Library 3/2013- 6 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 3/2013- 6 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 2

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)
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1. (Neoplasms, Germ Cell and Embryonal).mp. [mp=title, abstract, original title, name of substance word, subject heading
word, keyword heading word, protocol supplementary concept, rare disease supplementary concept, unique identifier]

. exp Testicular Neoplasms/

. (testic* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. exp Sex Cord-Gonadal Stromal Tumors/

. (testis adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

2
3
4
5
6. exp Scrotum/ab [Abnormalities]
7.10r2or3or4or5oré6

8. exp Primary Health Care/

9. exp Physician's Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation"/

16. ((primary or communit$) adj5 care).ti,ab.

17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/

19. exp Ambulatory Care/

20. exp Community Health Services/ or exp Community Health Centers/

21. GUM clinic*.tw.

22. casualty*.tw.

23.80r9or 100or 11 or12or 13 or 14 or 15 0r 16 or 17 or 18 or 19 or 20 or 21 or 22

24.
25.
26.
27.

suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

29.
30.
31.
32.
33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

(
(
(
(

28. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

(

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

34. 23 or 33
35. 7 and 34
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36. ultrasound*.tw.

37. exp Diagnostic Imaging/

38. exp Histology/

39. histolog*.tw.

40. 36 or 37 or 38 or 39

41. 35 and 40

42. limit 41 to yr="1980 -Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of penile cancer in patients presenting in primary care with symptom(s)?

Question no: Penile Cancer - symptoms

56. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and IS| Proceedings

found retrieved search
Medline 1980-9/2012 298 45 20/09/2012
Premedline 1980-9/2012 3 1 20/09/2012
Embase 1980-9/2012 400 44 20/09/2012
Cochrane Library 1980-9/2012 32 0 21/09/2012
Psychinfo 1980-9/2012 2 0 20/09/2012
Web of Science (SCI & SSCI) | 1980-9/2012 2 0 24/09/2012

Total References retrieved (after de-duplication): 76

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 9/2012- 25 2 26/08/2014
26/08/2014

Premedline 9/2012- 18 1 26/08/2014
26/08/2014

Embase 9/2012- 57 2 26/08/2014
26/08/2014

Cochrane Library 9/2012- 6 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 9/2012- 11 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
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Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26
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28. exp Penile Neoplasms/

29. ((penis or penile) adj3 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
30. exp Penile Diseases/

31. 28 or 29 or 30

32. 27 and 31

33. limit 32 to yr="1980 -Current"

57. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.

Database name No of references Finish date of search
found

Medline 24 14/05/2013
Update Search 15 19/06/2014
Premedline 6 14/05/2013
Update Search 3 19/06/2014
Embase 141 14/05/2013
Update Search 58 19/06/2014
NHSEED + HTA 2 14/05/2013
Update Search 1 19/06/2014
HEED 1 14/05/2013
Update Search 0 19/06/2014
CRD 1 14/05/2013
Update Search 1 19/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Penile Cancer should be done with clinical
responsibility retained by primary care?

Question no: Penile Cancer - Tests
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58. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 85 31 14/05/2013
Premedline 1980-5/2013 14 2 14/05/2013
Embase 1980-5/2013 122 25 14/05/2013
Cochrane Library 1980-5/2013 32 0 14/05/2013
Psychinfo 1980-5/2013 0 0 14/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 23 0 14/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 43

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 4 2 26/08/2014
26/08/2014

Premedline 5/2013- 5 0 26/08/2014
26/08/2014

Embase 5/2013- 25 2 26/08/2014
26/08/2014

Cochrane Library 5/2013- 2 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 5/2013- 1 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 3

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
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11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.
16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15
17. (suspect® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
18. (early adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
19.

20.

risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23.
24,

missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
25.
26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(
(
(

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

27. 16 or 26

28. exp Penile Neoplasms/

29. ((penis or penile) adj3 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
30. exp Penile Diseases/

31. 28 or 29 or 30

32. 27 and 31

33. limit 32 to yr="1980 -Current”

34. test*.tw.

35. exp Biopsy/

36. exp Histology/

37. (biops* or histolog*).tw.

38. ultrasound*.tw.

39. exp Lymph Nodes/

40. lymph node*.tw.

41. 34 or 35 or 36 or 37 or 38 or 39 or 40

42. 33 and 41
1
NATIONAL COLLABORATING CENTRE FOR CANCER
Clinical Guideline: Suspected Cancer Literature search summary
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Question title: What is the risk of melanoma in patients presenting in primary care with symptom(s)?

Question no: Melanoma - symptoms

59. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-4/2013 1403 49 08/04/2013
Premedline 1980-4/2013 50 1 08/04/2013
Embase 1980-4/2013 2470 47 09/04/2013
Cochrane Library 1980-4/2013 199 7 09/04/2013
Psychinfo 1980-4/2013 10 0 08/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 275 23 09/04/2013

and ISI Proceedings

Total References retrieved (after de-duplication): 101

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 4/2013- 39 7 19/08/2014
19/08/2014

Premedline 4/2013- 70 6 19/08/2014
19/08/2014

Embase 4/2013- 184 11 19/08/2014
19/08/2014

Cochrane Library 4/2013- 224 0 19/08/2014
19/08/2014

Web of Science (SCI & SSCI) | 4/2013 162 3 19/08/2014

and ISI Proceedings

Total References retrieved (after de-duplication): 19

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/
. exp Family Practice/
. exp General Practice/

. exp Physicians, Family/
. exp General Practitioners/

~NOoO oS, WN -

. exp Physician's Practice Patterns/

. exp Physicians, Primary Care/
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8. exp "Referral and Consultation™/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty™*.tw.

16. or/1-15

17. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

18. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (risk* adj cancer*).tw.

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

21. (initial investigat™* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (delay* diagnos™* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. or/17-25

27.16 or 26

28. exp Melanoma/

29. melanoma*.tw.

30. (maligna* adj2 lentigo).tw.

31. (hutchinson* adj1 (freckle* or melano*)).tw.

32. dubreuilh.tw.

33. LMM.tw.

34. or/28-33

35.27 and 34

36. exp "Signs and Symptoms"/

37. exp keratosis/

38. kerato$.tw.

39. ((rough or raised or kerat* or reddish or pigment* or hyperpigment* or scleros* or enlarge* or shiny or
translucent or pearly or scaly or irritated or crust® or ulcer* or bleeding or growing or chang* or asymmetr*

or irregular or non-healing or nonhealing or itchy or painful or tingling or burning or inflam* or
premalignant or precancerous) adj (bump* or lump* or growth or wart* or mole* or lesion* or nev* or
naev* or patch* or skin or sore* or scar* or plaque* or papul* or nodul* or mucosa* or border*)).tw.
40. exp Abdominal Pain/

41. (abdominal adj pain*).tw.

42. exp Hematuria/
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43. (hematuria* or haematuria*).tw.

44. (blood adj urine*).tw.

45. appetite loss*.tw.

46. exp Confusion/

47. confus*.tw.

48. exp Urinary Tract Infections/

49. (urin* adj infection*).tw.

50. exp Fatigue/

51. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless*).tw.
52. exp Lower Urinary Tract Symptoms/
53. (frequen™ or urgen* or cystiti*).tw.
54. (loin adj pain®).tw.

55. (pelvic adj mass*).tw.

56. (pelvic adj pain*).tw.

57. exp Thromboembolism/

58. (blood adj clot*).tw.

59. exp Weight Loss/

60. (weight adj loss*).tw.

61. exp Anemia/

62. (iron deficien* or anaemi* or anemi*).tw.
63. exp Hypercalcemia/

64. (hypercalcaemia* or hypercalcemia*).tw.
65. (inflammat* adj marker*).tw.

66. exp Thrombocytosis/

67. thrombocytos*.tw.

68. exp Dysuria/

69. (dysuria* or burning* or stinging* or painful urin*).tw.
70. lump*.tw.

71. spasm*.tw.

72. cramp*.tw.

73. growth*.tw.

74. exp Sweating/

75. night sweat*.tw.

76. exp Fever/

77. fever*.tw.

78. (high adj temperature*).tw.

79. (dull adj pain*).tw.

80. abdomina* mass*.tw.

81. abdomin* distention*.tw.

82. exp Vomiting/

83. vomit*.tw.

84. exp Constipation/

85. constipat*.tw.

86. (flank adj pain*).tw.

87. (scrot* adj pain*).tw.

88. (groin* adj2 pain*).tw.

89. exp Varicocele/
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90. varicocoele*.tw.

91. exp Liver Function Tests/

92. (appetite adj3 loss*).tw.

93. lymphadenopath*.tw.

94. (chest adj2 pain*).tw.

95. (rib* adj pain*).tw.

96. cough™*.tw.

97. exp Dyspnea/

98. exp Hemoptysis/

99. haemopty*.tw.

100. hoarse*.tw.

101. exp Hepatomegaly/

102. exp Jaundice/

103. jaundice*.tw.

104. fracture*.tw.

105. (headache* or imbalance* or seizure*).tw.
106. (personality adj disturbance*).tw.
107. (visual adj disturbance*).tw.
108. dyspn?ea*.tw.

109. (shortness adjl1 breath*).tw.
110. or/36-109

111. 35and 110

112. limit 111 to yr="1980 -Current"

60. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 133 03/05/2013
Update search 99 17/06/2014
Premedline 81 08/05/2013
Update search 67 17/06/2014
Embase 562 08/05/2013
Update search 297 17/06/2014
NHSEED +HTA 28 08/05/2013
Update search 4 17/06/2014
HEED 37 08/05/2013
Update search 1 17/06/2014
CRD 16 08/05/2013
Update search 5 17/06/2014

1

2
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Melanoma should be done with clinical
responsibility retained by primary care?

Question no: Melanoma - Tests

61. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2013 875 206 03/05/2013
Premedline 1980-2013 69 29 03/05/2013
Embase 1980-2013 1413 130 03/05/2013
Cochrane Library 1980-2013 129 9 08/05/2013
Psychinfo 1980-2013 9 1 08/05/2013
Web of Science (SCI & SSCI) | 1980-2013 431 98 08/05/2013

Total References retrieved (after de-duplication): 300

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-19/08/2014 | 34 2 19/08/2014
Premedline 2013-19/08/2014 | 105 17 19/08/2014
Embase 2013-19/08/2014 | 73 28 19/08/2014
Cochrane Library 2013-19/08/2014 | 52 0 19/08/2014
Web of Science (SCI & SSCI) | 2013-19/08/2014 | 70 20 19/08/2014

Total References retrieved (after de-duplication): 42

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Melanoma/

2. melanoma*.tw.
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. (skin adj (cancer* or neoplasm* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (maligna* adj2 lentigo).tw.

. (hutchinson* adj1 (freckle* or melano*)).tw.
. dubreuilh.tw.

. LMM.tw.

.1or2or3or4or5or6or7

. exp Primary Health Care/

. exp Physician’s Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty®.tw.

.90r100r 11 or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23

. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (early adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (initial investigat® adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33

. 24 or 34

. 8and 35

. exp Dermoscopy/

. dermatoscopy®.tw.
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39. exp Biopsy/
40. exp Histology/
41. histolog*.tw.

42. exp Ophthalmoscopy/

43. ophthalmoscopy*.tw.

44, mole*.tw.

45. 37 or 38 or 39 or 40 or 41 or 42 or 44

46. 36 and 45

47. limit 46 to yr="1980 -Current"

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of basal cell carcinoma in patients presenting in primary care with symptom(s)?

Question no: Basal Cell Carcinoma - symptoms

62. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2012 275 47 23/01/2013
Premedline 19802012 9 3 23/01/2013
Embase 19802012 665 89 28/01/2013
Cochrane Library 1980-2012 78 0 30/01/2013
Psychinfo 19802012 0 0 23/01/2013
Web of Science (SCI & SSCI) | 1980-2012 87 18 29/01/2013

Total References retrieved (after de-duplication): 127

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 2013-11/08/2014 | 17 2 11/08/2014
Premedline 2013-11/08/2014 | 26 2 11/08/2014
Embase 2013-11/08/2014 | 101 15 11/08/2014
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Cochrane Library 2013-11/08/2014 | 63 0 11/08/2014
Web of Science (SCI & SSCI) | 2013-11/08/2014 | 114 0 11/08/2014
and ISI Proceedings

Total References retrieved (after de-duplication): 15
Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

BASAL CELL CARCINOMA AND “SIGNS AND SYMPTOMS” AND (PRIMARY CARE OR SUSPECTED CANCER)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. or/1-15

17. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

18. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (risk* adj cancer™®).tw.

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma¥*)).tw.

22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

23. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (delay* diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.
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25. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. or/17-25

27.16 or 26

28. exp Neoplasms, Basal Cell/

29. (basal* adj2 (cancer* or neoplas* or malignan* or tumo?r* or carcinoma* or epithelioma*)).tw.
30. basalioma*.tw.

31. rodent ulcer*.tw.

32. 0r/28-31

33. 27 and 32

34. exp "Signs and Symptoms"/

35. exp keratosis/

36. kerato$.tw.

37. ((rough or raised or kerat* or reddish or pigment* or hyperpigment* or scleros* or enlarge* or shiny or
translucent or pearly or scaly or irritated or crust* or ulcer* or bleeding or grow* or chang* or irregular or
non-healing or nonhealing or itchy or premalignant or precancerous) adj (bump* or lump* or growth or
wart* or mole* or lesion* or nev* or naev* or patch* or skin or sore* or scar* or plaque* or papul* or
nodul* or mucosa*)).tw.

38. exp Abdominal Pain/

39. (abdominal adj pain*).tw.

40. exp Hematuria/

41. (hematuria® or haematuria*).tw.

42. (blood adj urine*).tw.

43. appetite loss*.tw.

44. exp Confusion/

45. confus*.tw.

46. exp Urinary Tract Infections/

47. (urin* adj infection*).tw.

48. exp Fatigue/

49. (fatig* or tired* or exhaust™ or letharg* or langui* or lassitude or listless* or drowsy or sleepy or
sleepiness).tw.

50. exp Lower Urinary Tract Symptoms/

51. (frequen*® or urgen* or cystiti*).tw.

52. (loin adj pain*).tw.

53. (pelvic adj mass*).tw.

54. (pelvic adj pain*).tw.

55. exp Thromboembolism/

56. (blood adj clot*).tw.

57. exp Weight Loss/

58. (weight adj loss*).tw.

59. exp Anemia/

60. (iron deficien* or anaemi* or anemi*).tw.

61. exp Hypercalcemia/

62. (hypercalcaemia* or hypercalcemia*).tw.

63. (inflammat* adj marker*).tw.

64. exp Thrombocytosis/

65. thrombocytos*.tw.
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66. exp Dysuria/

67. (dysuria* or burning* or stinging* or painful urin*®).tw.
68. lump*.tw.

69. spasm*.tw.

70. cramp*.tw.

71. growth*.tw.

72. exp Sweating/

73. night sweat*.tw.

74. exp Fever/

75. fever*.tw.

76. (high adj temperature*).tw.
77. (dull adj pain*).tw.

78. abdomina* mass*.tw.

79. abdomin* distention*.tw.
80. exp Vomiting/

81. vomit*.tw.

82. exp Constipation/

83. constipat*.tw.

84. (flank adj pain*).tw.

85. (scrot* adj pain*).tw.

86. (groin* adj2 pain*).tw.

87. exp Varicocele/

88. varicocoele*.tw.

89. exp Liver Function Tests/
90. (appetite adj3 loss*).tw.
91. lymphadenopath*.tw.

92. (chest adj2 pain*).tw.

93. (rib* adj pain*).tw.

94. cough*.tw.

95. exp Dyspnea/

96. exp Hemoptysis/

97. haemopty™*.tw.

98. hoarse*.tw.

99. exp Hepatomegaly/

100. exp Jaundice/

101. jaundice*.tw.

102. fracture*.tw.

103. (headache* or imbalance* or seizure*).tw.
104. (personality adj (disturb* or chang*).tw.

105. ((visual or vision or sight) adj (disturb* or chang*).tw.

106. dyspn?ea*.tw.

107. (shortness adj1 breath*).tw.
108. or/34-107

109. 33 and 108

110. Limit 109 to yr="1980-Current”
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of squamous cell carcinoma in patients presenting in primary care with symptom(s)?

Question no: Squamous Cell Carcinoma - symptoms

63. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2012 501 66 09/01/2013
Premedline 1980-2012 66 5 09/01/2013
Embase 1980-2012 2129 76 15/01/2013
Cochrane Library 1980-2012 201 3 16/01/2013
Psychinfo 1980-2012 4 1 09/01/2013
Web of Science (SCI & SSCI) | 1980-2012 569 36 16/01/2013

Total References retrieved (after de-duplication): 151

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 2013-11/08/2014 | 78 4 11/08/2014
Premedline 2013-11/08/2014 | 13 3 11/08/2014
Embase 2013-11/08/2014 | 123 6 11/08/2014
Cochrane Library 2013-11/08/2014 | 48 0 11/08/2014
Web of Science (SCI & SSCI) | 2013-11/08/2014 | 89 7 11/08/2014

Total References retrieved (after de-duplication): 20

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

SQUAMOUS CELL CARCINOMA AND “SIGNS AND SYMPTOMS” AND (PRIMARY CARE OR SUSPECTED

CANCER)

1. exp Primary Health Care/

2. exp Physician's Practice Patterns/
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. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16. or/1-15

17. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

18. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (risk* adj cancer*).tw.

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (symptomat™* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. or/17-25

27.16 or 26

28. exp Neoplasms, Squamous Cell/

29. (squamous adj2 (cancer* or neoplas* or malignan* or tumo?r* or carcinoma*or epithelioma*)).tw.
30. 28 or 29

31. 27 and 30

32. exp "Signs and Symptoms"/

33. exp keratosis/

34. kerato$.tw.

35. Keratosis, Actinic/

36. ((bowen$1 adj disease) or (erythroplasia adj Queyrat)).tw.

37. (marjolin$ adj ulcer$).tw.

38. (leukoplakia or erythroplakia).tw.

39. ((rough or raised or kerat* or reddish or pigment* or hyperpigment* or enlarge* or scaly or irritated or
crust* or ulcer* or bleeding or grow™* or chang™* or irregular or non-healing or nonhealing or premalignant
or precancerous) adj (bump* or lump* or wart* or mole* or lesion* or patch* or skin or sore* or plaque* or
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papul* or mucosa*)).tw.

40. exp Abdominal Pain/

41. (abdominal adj pain*).tw.

42. exp Hematuria/

43. (hematuria* or haematuria*).tw.

44. (blood adj urine*).tw.

45. appetite loss*.tw.

46. exp Confusion/

47. confus*.tw.

48. exp Urinary Tract Infections/

49. (urin* adj infection*).tw.

50. exp Fatigue/

51. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless* or drowsy or sleepy or
sleepiness).tw.

52. exp Lower Urinary Tract Symptoms/
53. (frequen™ or urgen* or cystiti*).tw.
54. (loin adj pain®).tw.

55. (pelvic adj mass*).tw.

56. (pelvic adj pain*).tw.

57. exp Thromboembolism/

58. (blood adj clot*).tw.

59. exp Weight Loss/

60. (weight adj loss*).tw.

61. exp Anemia/

62. (iron deficien* or anaemi* or anemi*).tw.
63. exp Hypercalcemia/

64. (hypercalcaemia* or hypercalcemia*).tw.
65. (inflammat* adj marker*).tw.

66. exp Thrombocytosis/

67. thrombocytos*.tw.

68. exp Dysuria/

69. (dysuria* or burning* or stinging* or painful urin*®).tw.
70. lump*.tw.

71. spasm*.tw.

72. cramp*.tw.

73. growth*.tw.

74. exp Sweating/

75. night sweat*.tw.

76. exp Fever/

77. fever*.tw.

78. (high adj temperature*).tw.

79. (dull adj pain*).tw.

80. abdomina* mass*.tw.

81. abdomin* distention*.tw.

82. exp Vomiting/

83. vomit*.tw.

84. exp Constipation/
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85. constipat*.tw.

86. (flank adj pain*).tw.

87. (scrot* adj pain*).tw.

88. (groin* adj2 pain*).tw.

89. exp Varicocele/

90. varicocoele*.tw.

91. exp Liver Function Tests/

92. (appetite adj3 loss*).tw.

93. lymphadenopath*.tw.

94. (chest adj2 pain*).tw.

95. (rib* adj pain*).tw.

96. cough*.tw.

97. exp Dyspnea/

98. exp Hemoptysis/

99. haemopty*.tw.

100. hoarse*.tw.

101. exp Hepatomegaly/

102. exp Jaundice/

103. jaundice*.tw.

104. fracture*.tw.

105. (headache* or imbalance* or seizure*).tw.
106. (personality adj (disturb* or chang*)).tw.
107. ((visual or vision or sight) adj (disturb*or chang*)).tw.
108. dyspn?ea*.tw.

109. (shortness adj1 breath*).tw.

110. or/32-109

111. 31 and 110

112. Limit 111 to yr="1980-Current”

64. Health Economics Literature search details

The search for Basal Cell Carcinoma and Squamous Cell Carcinoma was conducted in one combined search.
The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
Medline 108 15/02/2013
Update search 65 16/06/2014
Premedline 33 15/02/2013
Update search 52 16/06/2014
Embase 287 15/02/2013
Update search 163 16/06/2014
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NHSEED 57 15/02/2013

Update search 3 16/06/2014

HEED 45 15/02/2013

Update search 4 16/06/2014

CRD 2 15/02/2013

Update search 3 16/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Basal Cell Carcinoma or Squamous Cell
Carcinoma should be done with clinical responsibility retained by primary care?

Question no: Basal Cell Carcinoma and Squamous Cell Carcinoma - Tests

65. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2012 2206 141 07/02/2013
Premedline 1980-2012 85 9 07/02/2013
Embase 1980-2012 2263 146 08/02/2013
Cochrane Library 1980-2012 37 1 07/02/2013
Psychinfo 1980-2012 3 0 07/02/2013
Web of Science (SCI & SSCI) | 1980-2012 309 63 07/02/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 290

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search
Medline 2013-11/08/2014 | 87 7 11/08/2014
Premedline 2013-11/08/2014 | 123 6 11/08/2014
Embase 2013-11/08/2014 | 181 16 11/08/2014
Cochrane Library 2013-11/08/2014 | 55 0 11/08/2014
Web of Science (SCI & SSCI) | 2013-11/08/2014 | 53 2 11/08/2014
and ISI Proceedings

Total References retrieved (after de-duplication): 23

Notes:

The search for ‘Tests’ for Basal Cell Carcinoma and Squamous Cell Carcinoma was conducted in one combined

search.
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The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation”/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.

16. 1or2or3or4or5or6or7or8or9or10or 11 or12or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malighan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)). tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26

28. exp Carcinoma, Squamous Cell/

29. exp Neoplasms, Squamous Cell/

30. squamous cell carcinoma*.tw.

31. 28 or 29 or 30
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32. exp Carcinoma, Basal Cell/
33. exp Neoplasms, Basal Cell/
34. basal cell carcinoma*.tw.
35.320r 33 0r 34

36. 31 0r 35

37. 27 and 36

38. exp Dermoscopy/

39. dermoscopy*.tw.

40. exp Biopsy/

41. Excision®.tw.

42. exp Histology/

43. histolog*.tw.

44. 38 or 39 or 40 or 41 or 42 or 43
45. 37 and 44

46. Limit 45 to yr="1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of laryngeal cancer in patients presenting in primary care with symptom(s)?

Question no: Laryngeal Cancer - symptoms

66. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-10/2012 1085 97 08/10/2012
Premedline 1980-10/2012 19 1 08/10/2012
Embase 1980-10/2012 1352 75 08/10/2012
Cochrane Library 1980-10/2012 89 0 10/10/2012
Psychinfo 1980-10/2012 6 0 08/10/2012
Web of Science (SCI & SSCI) | 1980-10/2012 149 10 10/10/2012

Total References retrieved (after de-duplication): 137

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 10/2012- 66 3 26/08/2014
26/08/2014
Premedline 10/2012- 74 3 26/08/2014
26/08/2014
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Embase 10/2012- 262 5 26/08/2014
26/08/2014

Cochrane Library 10/2012- 45 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 10/2012- 26 2 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 7

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16.1or2or3or4or5oré6or7or8or9or10or11or 12 or 13 or 14 or 15

17. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
18. (early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
19.
20.
21.

22.

risk* adj cancer®).tw.
initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(
(

early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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23. (missed diagnos* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

24. (delay* diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

25. (symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26

28. exp Laryngeal Neoplasms/

29. ((larynx or laryngeal) adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
30. 28 or 29

31. 27 and 30

32. Limit 31 to yr="1980-Current”

67. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 26 17/04/2013
Update Search 8 17/06/2014
Premedline 13 17/04/2013
Update Search 8 17/06/2014
Embase 105 17/04/2013
Update Search 44 17/06/2014
NHSEED + HTA 7 17/04/2013
Update Search 2 17/06/2014
HEED 8 17/04/2013
Update Search 0 17/06/2014
CRD 2 17/04/2013
Update Search 0 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected laryngeal Cancer should be done with
clinical responsibility retained by primary care?

Question no: Laryngeal Cancer - Tests
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68. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 210 47 10/04/2013
Premedline 1980-4/2013 10 2 10/04/2013
Embase 1980-4/2013 348 47 10/04/2013
Cochrane Library 1980-4/2013 2 0 10/04/2013
Psychinfo 1980-4/2013 0 0 10/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 20 2 10/04/2013

Total References retrieved (after de-duplication): 53

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 3 0 26/08/2014
26/08/2014

Premedline 4/2013- 15 2 26/08/2014
26/08/2014

Embase 4/2013- 28 3 26/08/2014
26/08/2014

Cochrane Library 4/2013- 5 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 4/2013- 3 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Laryngeal Neoplasms/

. ((larynx or laryngeal) adj3 (cancer or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

.lor2

. exp Primary Health Care/

. exp Physician's Practice Patterns/

2

3

4

5

6. exp Family Practice/
7. exp Physicians, Primary Care/
8. exp General Practice/

9. exp Physicians, Family/

10. exp General Practitioners/
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11. exp "Referral and Consultation”/

12. ((primary or communit$) adj5 care).ti,ab.

13. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
14. exp Outpatient Clinics, Hospital/

15. exp Ambulatory Care/

16. exp Community Health Services/ or exp Community Health Centers/

17. GUM clinic®.tw.

18. casualty*.tw.

19.40or50r60or7or80r9or10or11or12or 13 or14or 150r 16 or 17 or 18

20.
21.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

22.
23.

risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

25.
26.
27.

early diagnos* adj5 (cancer*® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
28.
29. 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28

(
(
(
(
24. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(
(
(

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

30. 19 or 29

31. 3 and 30

32. exp Histology/

33. histolog*.tw.

34. exp Biopsy/

35. exp Radiography, Thoracic/
36. (chest adj x-ray*).tw.

37. exp Tomography, X-Ray Computed/
38. 32 or 33 or 34 or 35 or 36 or 37
39. 31 and 38

40. limit 39 to yr="1980 -Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of oral cancer in patients presenting in primary care with symptom(s)?

Question no: Oral Cancer - symptoms
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69. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 766 43 15/04/2013
Premedline 1980-4/2013 31 9 15/04/2013
Embase 1980-4/2013 1551 118 16/04/2013
Cochrane Library 1980-4/2013 137 9 17/04/2013
Psychinfo 1980-4/2013 4 0 17/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 594 70 17/04/2013

Total References retrieved (after de-duplication): 184

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 23 4 20/08/2014
20/08/2014

Premedline 4/2013- 25 4 20/08/2014
20/08/2014

Embase 4/2013- 85 2 20/08/2014
20/08/2014

Cochrane Library 4/2013- 279 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 4/2013- 57 1 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 10

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/
. exp Family Practice/
. exp General Practice/

. exp Physicians, Family/
. exp General Practitioners/

OO ~NOoO Ul WwN -

. exp Physician's Practice Patterns/

. exp Physicians, Primary Care/

. exp "Referral and Consultation"/
. ((primary or communit$) adj5 care).ti,ab.
10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/
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14. GUM clinic*.tw.

15. exp Emergency Service, Hospital/

16. casualty™*.tw.

17. or/1-16

18. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

20. (risk* adj cancer*).tw.

21. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

27.0r/18-26

28. 17 or 27

29. exp Mouth Neoplasms/

30. ((oral* or mouth* or intra-oral* or intraoral* or (oral adj mucosa*) or (mouth adj mucosa*) or gingiv*
or gum or gums or labial* or tongue* or cheek or cheeks or bucca* or palat* or uvula or lip or lips or
salivary or parotid or sublingual or submandibular or retromolar trigone) adj3 (cancer* or tumo?r* or
neoplas* or malignan* or carcinoma* or metasta*)).tw.

31.29 or 30

32.28 and 31

33. exp "Signs and Symptoms"/

34. exp Oral Leukoplakia/

35. ((pre-cancer™ or precancer* or premalignant™ or precursor*) adj (lesion* or sore* or lump* or bump* or
ulcer*)).tw.

36. Lichen Planus, Oral/

37. burning mouth syndrome/ or ((burning adj mouth) or (oral adj dysesthesia)).tw.

38. Oral submucous fibrosis/

39. Oral candidiasis/

40. Mouth Pain/ or (pain or ache*).tw.

41. ("lichen planus™ or leukoplakia or "submucous fibrosis" or (actinic adj2 keratosis) or (actinic adj2
cheilitis) or candidiasis or erythroplakia or erythroplas* or erythroleukoplakia or hyperplas* or
hyperkeratos* or leukokeratos*).tw.

42. gingiva ulcer/ or mouth ulcer/

43. Gingival Hemorrhage/

44. ((gingiv* or gum*1) adj2 (haemorrhag* or hemorrhag* or bleed*)).tw.

45. Gingival Hypertrophy/

46. ((gingiv* or gum*1) adj2 (enlarg* or swollen or hypertroph*)).tw.
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47. gingivitis/

48. exp Stomatitis/

49. ((mouth or gingiv* or gum*1 or muco* or palate or lip*1 or cheek*1 or tongue or throat or oral*) adj]
inflam*).tw.

50. Pharyngitis/

51. ((Sore adj throat) or (throat adj pain*) or pharyngitis).tw.

52. or/34-51

53. Headache/

54. exp Headache Disorders/

55. (headache* or migraine*).tw.

56. Nausea/

57. Vomiting/

58. (nause* or vomit*).tw.

59. ((los* or poor) adj appetite).tw.

60. exp Infection/

61. infection*.tw.

62. Ataxia/

63. (atax* or incoordinat* or uncoordinat* or dyssynergia or coordination impair* or (coordination adj lack)
or tremo?r* or dyscoordination).tw.

64. exp Vision Disorders/

65. ((visual or vision or sight) adj (disturb* or loss* or blur* or difficult* or problem*or defect*)).tw.
66. (floater™ or flashing light* or blindness or eye pain or double vision or amblyopi* or diplopi* or
leu?ocoria or white pupil* or white relex*).tw.

67. Seizures/

68. (seizure* or convulsion* or fit*1 or epilep* or blackout*).tw.

69. exp Cranial Nerve Diseases/

70. (cranial nerve adj2 (pals* or paralys* or dysfunct* or pares*)).tw.

71. Exanthema/

72. (exanthem™ or rash*).tw.

73. ((nonblanching or non blanching) adj2 (rash* or papule*)).tw.

74. Personality Disorders/

75. (personality adj (chang™ or disturb*)).tw.

76. ((mood* or emotion*) adj (chang™ or problem¥*)).tw.

77. (behavio?r* adj (problem* or chang*)).tw.

78. exp Fatigue/

79. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless* or drows* or sleepy or
sleepiness).tw.

80. exp Confusion/

81. confus™.tw.

82. ((memory or concentration) adj (loss* or impair* or decline or problem*)).tw.

83. Coma/

84. coma.tw.

85. Dizziness/

86. (unsteadiness or imbalance or disequilibrium or dizziness or dizzyness or light headed* or lightheaded*
or vertigo or thostasis).tw.

87. Hypersomnolence, Idiopathic/

88. (hyper-somnolence* or hypersomnolence).tw.
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89. (parent* adj (concern* or worry or worried)).tw.

90. Muscle Weakness/

91. ((focal or motor) adj1 (weakness or deficit*)).tw.

92. Priapism/ or priapism*.tw.

93. exp Testicular Diseases/

94. exp Weight Loss/

95. (weight adj los*).tw.

96. Thromboembolism/

97. thrombo*.tw.

98. (inflammat* adj marker*).tw.

99. exp Anemia/

100. (iron deficien* or anaemi* or anemi*).tw.

101. exp Thrombocytosis/

102. (high platelet* adj (count* or level*)).tw.

103. exp Thrombocytopenia/

104. (low platelet* adj (count™ or level*)).tw.

105. Leukocytosis/

106. (leukocytosis or hyperleukocytosis or leukostasis).tw.
107. exp Hypercalcemia/

108. (hypercalcaemia* or hypercalcemia*).tw.

109. lymphadenopath*:.tw.

110. (chest adj2 pain*).tw.

111. (rib* adj pain*).tw.

112. (thora* adj pain*).tw.

113. Pericardial Effusion/

114. ((pericardial adj (fluid or effusion*)) or (hemopericardium or haemopericardium or
chylopericardium¥)).tw.

115. Superior Vena Cava Syndrome/

116. (superior vena cava adj (syndrome or obstruct* or narrow* or block*)).tw.
117. Arrhythmias, Cardiac/

118. palpitation™.tw.

119. exp Angina Pectoris/

120. (angina or stenocardia* or angor pectoris).tw.

121. exp Anoxia/

122. (anoxi* or anoxemi* or hypoxi* or oxygen deficien*).tw.
123. exp Respiratory Insufficiency/

124. respiratory failure.tw.

125. Cough/

126. cough™*.tw.

127. Dyspnea/

128. (dyspn?ea* or (short* adj3 breath)).tw.

129. breathless*.tw.

130. Hoarseness/

131. hoarse*.tw.

132. Respiratory Sounds/

133. (wheez* or ronch* or stridor or crackle* or rale*).tw.
134. Hemoptysis/
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135. (hemopty* or haemopty*).tw.
136. exp Abdominal Pain/
137. ((abdominal or abdomen) adj (disten* or pain*)).tw.

138. Hepatomegaly/

139. (enlarged adj liver*).tw.

140. Splenomegaly/

141. hepatosplenomegaly.tw.
142. (enlarged adj spleen*).tw.

143. exp Jaundice/
144. jaundice*.tw.

145. Intestinal Obstruction/
146. bowel obstruct™.tw.
147. exp Musculoskeletal Pain/

148. ((bone* or skeletal or joint* or musc*) adj (pain* or tender* or fracture*)).tw.

149. Intermittent Claudication/

150. claudication.tw.
151. or/53-150

152. 33 or 52 or 151
153. 32 and 152

154. limit 153 to yr="1980 -Current"

70. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 56 09/05/2013
Update Search 23 17/06/2014
Premedline 32 09/05/2013
Update Search 43 17/06/2014
Embase 347 09/05/2013
Update Search 148 17/06/2014
NHSEED +HTA 11 09/05/2013
Update Search 1 17/06/2014
HEED 11 09/05/2013
Update Search 1 17/06/2014
CRD 4 09/05/2013
Update Search 0 17/06/2014
1
2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary
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Question title: Which investigations of symptoms of suspected Oral Cancer should be done with clinical
responsibility retained by primary care?

Question no: Oral Cancer - Tests

71. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 499 116 09/05/2013
Premedline 1980-5/2013 47 20 09/05/2013
Embase 1980-5/2013 937 93 09/05/2013
Cochrane Library 1980-5/2013 194 3 09/05/2013
Psychinfo 1980-5/2013 2 0 09/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 246 5 09/05/2013

Total References retrieved (after de-duplication): 190

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 23 0 20/08/2014
20/08/2014

Premedline 5/2013- 75 20 20/08/2014
20/08/2014

Embase 5/2013- 58 6 20/08/2014
20/08/2014

Cochrane Library 5/2013- 98 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 5/2013- 11 1 20/08/2014

and ISI Proceedings 20/08/2014

Total References retrieved (after de-duplication): 24

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/

. exp Family Practice/

. exp General Practice/

2
3
4. exp Physicians, Primary Care/
5
6. exp Physicians, Family/

7

. exp General Practitioners/
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8. exp "Referral and Consultation”/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.

16. 1or2or3or4or5or6or7or8or9or10or 11 or 12 or 13 or 14 or 15

17.
18.
19.
20.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

risk* adj cancer*).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
23.
24,

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
25. (

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

27. 16 or 26

28. exp Mouth Neoplasms/

29. ((oral* or mouth* or intra-oral* or intraoral® or (oral adj mucosa*) or (mouth adj mucosa*) or gingiv* or gum or gums or
labial* or tongue* or cheek or cheeks or bucca* or palat* or uvula or lip or lips or salivary or parotid or sublingual or
submandibular or retromolar trigone) adj3 (cancer* or tumo?r* or neoplas* or malignan* or carcinoma* or metasta®)).tw.
30. 28 or 29

31. 27 and 30

32. exp Histology/

33. histolog*.tw.

34. exp Biopsy/

35.320r 33 or 34

36. 31 and 35

37. limit 36 to yr="1980 -Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary
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Question title: What is the risk of thyroid cancer in patients presenting in primary care with symptom(s)?

Question no: Thyroid Cancer - symptoms

72. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-10/2012 1325 162 03/10/2012
Premedline 1980-10/2012 44 0 03/10/2012
Embase 1980-10/2012 1696 137 04/10/2012
Cochrane Library 1980-10/2012 147 1 01/10/2012
Psychinfo 1980-10/2012 5 1 03/10/2012
Web of Science (SCI & SSCI) | 1980-10/2012 196 32 01/10/2012

Total References retrieved (after de-duplication): 274

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 10/2012- 65 4 27/08/2014
27/08/2014

Premedline 10/2012- 105 3 27/08/2014
27/08/2014

Embase 10/2012- 126 2 27/08/2014
27/08/2014

Cochrane Library 10/2012- 89 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 10/2012- 45 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/
. exp Family Practice/
. exp General Practice/

. exp Physicians, Family/
. exp General Practitioners/

OO OIS WN -

. exp Physician's Practice Patterns/

. exp Physicians, Primary Care/

. exp "Referral and Consultation"/
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9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16.1or2or3ord4or50r6or7or8or9orl0orllorl2oril3oril4orl5

17. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

18. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (risk* adj cancer™*).tw.

20. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

21. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (symptomat™* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26.17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27.16 or 26

28. exp Thyroid Neoplasms/

29. exp Carcinoma, Medullary/

30. exp Carcinoma, Papillary, Follicular/ or exp Adenocarcinoma, Follicular/

31. (thyroid* adj3 (cancer* or neoplas™ or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

32.28 0r29 or 30 or 31

33. 27 and 32

34. limit 33 to yr="1980 -Current"

73. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
Medline 55 16/05/2013
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Update Search 36 19/06/2014
Premedline 30 16/05/2013
Update Search 27 19/06/2014
Embase 219 16/05/2013
Update Search 137 19/06/2014
NHSEED + HTA 27 16/05/2013
Update Search 7 19/06/2014
HEED 19 16/05/2013
Update Search 1 19/06/2014
CRD 13 16/05/2013
Update Search 2 19/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Thyroid Cancer should be done with clinical
responsibility retained by primary care?

Question no: Thyroid Cancer - Tests

74. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-5/2013 545 118 16/05/2013
Premedline 1980-5/2013 53 9 16/05/2013
Embase 1980-5/2013 770 150 17/05/2013
Cochrane Library 1980-5/2013 70 13 20/05/2013
Psychinfo 1980-5/2013 2 1 16/05/2013
Web of Science (SCI & SSCI) | 1980-5/2013 65 12 20/05/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 205

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 5/2013- 16 5 27/08/2014
27/08/2014

Premedline 5/2013- 48 10 27/08/2014
27/08/2014

Embase 5/2013- 47 8 27/08/2014
27/08/2014

Cochrane Library 5/2013- 3 1 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 5/2013- 13 1 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 22
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Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. casualty*.tw.

16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

27. 16 or 26

28. exp Thyroid Neoplasms/

29. exp Carcinoma, Medullary/

30. exp Carcinoma, Papillary, Follicular/ or exp Adenocarcinoma, Follicular/
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31. (thyroid* adj3 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

32. 28 or 29 or 30 or 31

33. 27 and 32

34. exp Diagnostic Imaging/

35. ultrasound*.tw.

36. exp Biopsy, Fine-Needle/
37. exp Histology/

38. (biops* or histolog*).tw.

39. exp Thyroid Function Tests/
40. thyroid function test*.tw.

41. 34 or 35 or 36 or 37 or 38 or 39 or 40

42. 33 and 41
43. limit 42 to yr="1980 -Current"

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected cancer Literature search summary

Question title: What is the risk of brain/central nervous system cancer in patients presenting in primary care
with symptom(s)?

Question no: Brain/CNS - Symptoms

75. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-2012 1668 138 20/02/2013
Premedline 1980-2012 24 1 20/02/2013
Embase 1980-2012 3631 174 25/02/2013
Cochrane Library 1980-2012 489 1 26/02/2013
Psychinfo 1980-2012 43 6 20/02/2013
Web of Science (SCI & SSCI) | 1980-2012 974 33 26/02/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 277

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 2013-12/08/2014 | 53 5 12/08/2014
Premedline 2013-12/08/2014 | 58 6 12/08/2014
Embase 2013-12/08/2014 | 304 6 12/08/2014
Cochrane Library 2013-12/08/2014 | 224 0 12/08/2014
Web of Science (SCI & SSCI) | 2013-12/08/2014 | 87 2 12/08/2014
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| and ISI Proceedings | |

Total References retrieved (after de-duplication): 19

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. exp Emergency Service, Hospital/

16. casualty*.tw.

17. or/1-16

18. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

20. (risk* adj cancer™®).tw.

21. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

22. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

23. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

24. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma®)).tw.

25. (delay* diagnos™* adj5 (cancer® or neoplas™* or oncolog* or malignan® or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. (symptomat™* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

27.0r/18-26

OO ~NO Ol WN -
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28. 17 or 27

29. exp "Signs and Symptoms"/

30. exp Neurologic Manifestations/

31. Headache/

32. exp Headache Disorders/

33. (headache* or migraine*).tw.

34. (head adj tilt*).tw.

35. (torticollis or wry neck or stiff neck).tw.

36. ((abnormal or unusual) adj head movement*).tw.

37. Nausea/

38. Vomiting/

39. (nause* or vomit*).tw.

40. Anorexia/

41. (anorexi* or poor appetite).tw.

42. (appetite adj los*).tw.

43. exp Gait Disorders, Neurologic/

44. ((abnormal* or unsteady) adj3 (gait* or walk*)).tw.

45, Ataxia/

46. (atax™ or incoordinat* or uncoordinat* or dyssynergia or coordination impair* or (coordination adj lack)
or tremo?r* or dyscoordination).tw.

47. exp Strabismus/

48. (squint* or crosseye* or cross-eye* or strabism™*).tw.

49. exp Vision Disorders/

50. ((visual or vision or sight) adj (disturb* or loss* or blur* or difficult* or problem*or defect*)).tw.
51. (floater* or flashing light* or blindness or eye pain or double vision or amblyopi* or diplopi* or
leu?ocoria or white pupil* or white relex*).tw.

52. Seizures/

53. (seizure* or convulsion™* or fit*1 or epilep* or blackout*®).tw.

54. Growth Disorders/

55. (grow* adj2 (slow* or disorder* or fail* or delay* or deficien*)).tw.
56. failure to thrive.tw.

57. short stature.tw.

58. small for age.tw.

59. Puberty, Precocious/

60. ((pubert* or pubescen*) adj (early or precocious)).tw.

61. Puberty, Delayed/

62. ((pubert* or pubescen*) adj (late or delay*)).tw.

63. Personality Disorders/

64. (personality adj (chang* or disturb*)).tw.

65. ((mood* or emotion*) adj (chang™ or problem¥*)).tw.

66. Polyuria/

67. (urin* adj2 (excess* or increase* or large or frequen®)).tw.

68. polyuri*.tw.

69. exp Fatigue/

70. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless* or drows* or sleepy or
sleepiness).tw.

71. (cognitive adj (impair* or decline)).tw.
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72. Learning Disorders/

73. (learning adj (disorder* or disabilit*)).tw.

74. Developmental Disabilities/

75. (development* adj (delay* or disorder™ or disabilit* or regress*)).tw.

76. ((memory or concentration) adj (loss* or impair* or decline or problem*)).tw.
77. (behavio?r* adj (problem* or chang*)).tw.

78. exp Confusion/

79. confus™.tw.

80. exp Speech Disorders/

81. (speech adj (disorder* or impair* or los* or decline or slow*or problem* or difficult* or slur* or
defect*)).tw.

82. exp Hearing Loss/

83. (hearing adj (los* or disturb* or impair* or problem* or difficult* or defect*)).tw.
84. deafness.tw.

85. tinnitus.tw.

86. Dizziness/

87. (unsteadiness or imbalance or disequilibrium or dizziness or dizzyness or light headed* or lightheaded*
or vertigo or thostasis).tw.

88. Hypersomnolence, Idiopathic/

89. (hyper-somnolence* or hypersomnolence).tw.

90. Pallor/

91. (pallor or paleness).tw.

92. (parent* adj (concern* or worry or worried)).tw.

93. exp Pupil Disorders/

94. Intracranial Pressure/

95. (bulging adj fontanel*).tw.

96. Papilledema/

97. (papill?edema or optic oedema or optic edema or retinal oedema or retinal edema or papillitis).tw.
98. (absen* adj red reflex*).tw.

99. Hemiplegia/

100. (monoplegi* or hemiplegi*).tw.

101. Muscle Weakness/

102. ((focal or motor) adj1 (weakness or deficit*)).tw.

103. exp Neurologic Examination/

104. exp Weight Loss/

105. (weight adj los*).tw.

106. Thromboembolism/

107. thrombo*.tw.

108. (inflammat* adj marker*).tw.

109. exp Anemia/

110. (iron deficien* or anaemi* or anemi*).tw.

111. exp Thrombocytosis/

112. (high platelet* adj (count* or level*)).tw.

113. exp Hypercalcemia/

114. (hypercalcaemia* or hypercalcemia*).tw.

115. lymphadenopath*:.tw.

116. (chest adj2 pain™*).tw.
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117. (rib* adj pain*).tw.

118. (thora* adj pain*).tw.

119. Cough/

120. cough*.tw.

121. Dyspnea/

122. (dyspn?ea* or (short* adj3 breath)).tw.

123. breathless*.tw.

124. Hoarseness/

125. hoarse*.tw.

126. Hemoptysis/

127. (hemopty* or haemopty*).tw.

128. exp Abdominal Pain/

129. ((abdominal or abdomen) adj (disten* or pain*)).tw.

130. Hepatomegaly/

131. (enlarged adj liver*).tw.

132. exp Jaundice/

133. jaundice*.tw.

134. Intestinal Obstruction/

135. bowel obstruct™.tw.

136. ((bone* or skeletal) adj (pain* or fracture*)).tw.

137. 0r/29-136

138. 28 and 137

139. exp Nervous System Neoplasms/

140. ((brain or midbrain or brainstem or brain stem or intracranial or cranial or cerebell* or cerebr* or
intracerebr* CNS or central nervous system or meninge* or spinal cord or epidural or intraspinal or
leptomeningeal or pontine or pituitary or cranial nerve or optic nerve or acoustic or vestibular or choroid
plexus or glial or glioneuronal or pineal or infratentorial or supratentorial or primitive neuroectodermal or
dysembryoplastic neuroepithelial or posterior fossa) adj2 (cancer* or neoplas* or tumo?r* or carcinoma* or
metastas® or neurinoma* or neuroma* or schwannoma* or neurilemmoma* or lymphoma* or adenoma*
blastoma* or chordoma* or chordocarcinoma*)).tw.

141. (astroblastoma* or astrocytoma*or astroglioma* or craniopharyngioma* or ependymoastrocytoma* or
ependymoblastoma* or ependymoma* or ganglioglioma* or ganglioblastoma* or gangliocytoma* or
ganglioneuroblastoma* or glioblastoma* glioma* or glioneurocytoma* or gliosarcoma* or
haemangioblastoma* or hemangioblastoma* or medulloblastoma* medullocytoma* or
medullomyoblastoma* or meningioma* or meningiosarcoma* or neurocytoma* or neurofibrosarcoma* or
neurosarcoma* or oligoastrocytoma* or oligodendrogli* or oligodendrocytoma* or pinealoma* or
pineoblastoma* or pinealocytoma* or prolactinoma* or PNET or retinoblastoma* or spongioblastoma* or
subependymoma*).tw.

142. 0r/139-141

143. 138 and 142

144. limit 143 to yr="1980 -Current"

76. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.
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The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 194 17/06/2013
Update search 76 16/06/2014
Premedline 82 17/06/2013
Update search 69 16/06/2014
Embase 55 19/06/2013
Update search 399 16/06/2014
NHSEED + HTA 61 19/06/2013
Update search 7 16/06/2014
HEED 4 19/06/2013
Update search 0 16/06/2014
CRD 13 19/06/2013
Update search 0 16/06/2014

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline:

Suspected cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Brain/CNS Cancer should be done with

clinical responsibility retained by primary care?

Question no: Brain/CNS - Tests

77. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-6/2013 1173 101 17/06/2013
Premedline 1980-6/2013 112 6 19/06/2013
Embase 1980-6/2013 2171 90 19/06/2013
Cochrane Library 1980-6/2013 209 2 19/06/2013
Psychinfo 1980-6/2013 62 2 17/02/2013
Web of Science (SCI & SSCI) | 1980-6/2013 57 1 19/06/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 162

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 6/2013- 40 2 12/08/2014
12/08/2014

Premedline 6/2013- 22 1 12/08/2014
12/08/2014

Embase 6/2013- 62 6 12/08/2014
12/08/2014

Cochrane Library 6/2013- 96 0 12/08/2014
12/08/2014
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Web of Science (SCI & SSCI) | 6/2013- 22 0 12/08/2014
and ISI Proceedings 12/08/2014

Total References retrieved (after de-duplication): 5
Note:
The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE

Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic®.tw.

15. casualty*.tw.

16.1or2or3or4or5oré6or7or8or9or10or11or12or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
21. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

26. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

Suspected Cancer: Appendix G (November 2014) Page 181 of 232






DRAFT FOR CONSULTATION

27. 16 or 26

28. exp Nervous System Neoplasms/

29. ((brain or midbrain or brainstem or brain stem or intracranial or cranial or cerebell* or cerebr* or intracerebr® CNS or
central nervous system or meninge* or spinal cord or epidural or intraspinal or leptomeningeal or pontine or pituitary or cranial
nerve or optic nerve or acoustic or vestibular or choroid plexus or glial or glioneuronal or pineal or infratentorial or
supratentorial or primitive neuroectodermal or dysembryoplastic neuroepithelial or posterior fossa) adj2 (cancer* or neoplas* or
tumo?r* or carcinoma* or metastas* or neurinoma* or neuroma* or schwannoma* or neurilemmoma* or lymphoma* or adenoma*
blastoma* or chordoma* or chordocarcinoma*)).tw.

30. (astroblastoma* or astrocytoma*or astroglioma* or craniopharyngioma* or ependymoastrocytoma* or ependymoblastoma* or
ependymoma* or ganglioglioma* or ganglioblastoma* or gangliocytoma* or ganglioneuroblastoma* or glioblastoma* glioma* or
glioneurocytoma* or gliosarcoma* or haemangioblastoma* or hemangioblastoma* or medulloblastoma* medullocytoma* or
medullomyoblastoma* or meningioma* or meningiosarcoma* or neurocytoma* or neurofibrosarcoma* or neurosarcoma* or
oligoastrocytoma* or oligodendrogli* or oligodendrocytoma* or pinealoma* or pineoblastoma* or pinealocytoma* or
prolactinoma* or PNET or retinoblastoma* or spongioblastoma* or subependymoma*).tw.

31. 28 or 29 or 30

32. 27 and 31

33. exp Diagnostic Imaging/

34. exp Magnetic Resonance Imaging/

35. MRI*.tw.

36. exp Tomography, X-Ray Computed/

37. CT*.tw.

38. exp Histology/

39. histolog*.tw.

40. 33 or 34 or 35 or 36 or 37 or 38 or 39

41. 32 and 40

42. limit 41 to yr="1980 -Current”

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of leukaemia in patients presenting in primary care with symptom(s)?

Question no: Leukaemia - symptoms
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78. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-3/2013 1689 42 11/03/2013
Premedline 1980-3/2013 33 1 11/03/2013
Embase 1980-3/2013 3598 57 13/03/2013
Cochrane Library 1980-3/2013 427 0 13/03/2013
Psychinfo 1980-3/2013 12 0 11/03/2013
Web of Science (SCI & SSCI) | 1980-3/2013 648 10 18/03/2013

Total References retrieved (after de-duplication): 97

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 3/2013- 30 3 18/08/2014
18/08/2014

Premedline 3/2013- 85 7 18/08/2014
18/08/2014

Embase 3/2013- 195 4 18/08/2014
18/08/2014

Cochrane Library 3/2013- 88 0 18/08/2014
18/08/2014

Web of Science (SCI & SSCI) | 3/2013- 135 3 18/08/2014

and ISI Proceedings 18/08/2014

Total References retrieved (after de-duplication): 9

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp Physicians, Family/
. exp General Practitioners/

. exp "Referral and Consultation"/
. ((primary or communit$) adj5 care).ti,ab.

1
2
3
4
5. exp General Practice/
6
7
8
9

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

11. exp Outpatient Clinics, Hospital/
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12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/

14. GUM clinic*.tw.

15. exp Emergency Service, Hospital/

16. casualty™.tw.

17. or/1-16

18. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

19. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

20. (risk* adj cancer*).tw.

21. (initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

22. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

23. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

24. (missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

25. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

26. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or
adenocarcinoma*)).tw.

27.0r/18-26

28. 17 or 27

29. exp "Signs and Symptoms"/

30. exp Fever/

31. (fever* or hyperthermi* or pyrexi* or ((high or raised) adj temperature)).tw.

32. exp Neutropenia/

33. neutrop?en*.tw.

34. exp Pain/ or (pain or ache*).tw.

35. Contusions/

36. (contusion™® or bruis*).tw.

37. exp Hemorrhage/

38. (haemorrhag* or hemorrhag™ or bleed*).tw.

39. Epistaxis/

40. (epistaxis or nosebleed™ or nose bleed* or (nasal adj bleed*)).tw.

41. Menorrhagia/

42. (menorrhagi* or hypermenorrh*).tw.

43. Gingival Hemorrhage/

44. ((gingiv* or gum*1) adj2 (haemorrhag* or hemorrhag* or bleed*)).tw.

45. Gingival Hypertrophy/

46. ((gingiv* or gum*1) adj2 (enlarg* or swollen or hypertroph*)).tw.

47. exp Stomatitis/

48. ((mouth or gingiv* or gum*1 or muco* or palate or lip*1 or cheek*1 or tongue or throat) adj
inflam*).tw.

49. exp Purpura/
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50. (purpura or petechiae).tw.

51. Blood Viscosity/

52. (hypervisco* or ((high or increas*) adj blood visco*)).tw.

53. Headache/

54. exp Headache Disorders/

55. (headache* or migraine*).tw.

56. Nausea/

57. Vomiting/

58. (nause* or vomit*).tw.

59. ((los* or poor) adj appetite).tw.

60. exp Infection/

61. infection*.tw.

62. Ataxia/

63. (atax* or incoordinat* or uncoordinat* or dyssynergia or coordination impair* or (coordination adj lack)
or tremo?r* or dyscoordination).tw.

64. exp Vision Disorders/

65. ((visual or vision or sight) adj (disturb* or loss* or blur* or difficult* or problem*or defect*)).tw.
66. (floater™ or flashing light* or blindness or eye pain or double vision or amblyopi* or diplopi* or
leu?ocoria or white pupil* or white relex*).tw.

67. Seizures/

68. (seizure* or convulsion* or fit*1 or epilep* or blackout*).tw.

69. exp Cranial Nerve Diseases/

70. (cranial nerve adj2 (pals* or paralys* or dysfunct* or pares*)).tw.

71. Exanthema/

72. (exanthem™ or rash*).tw.

73. ((nonblanching or non blanching) adj2 (rash* or papule*)).tw.

74. Personality Disorders/

75. (personality adj (chang™ or disturb*)).tw.

76. ((mood* or emotion*) adj (chang™ or problem¥*)).tw.

77. (behavio?r* adj (problem* or chang*)).tw.

78. exp Fatigue/

79. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless* or drows* or sleepy or
sleepiness).tw.

80. exp Confusion/

81. confus™.tw.

82. ((memory or concentration) adj (loss* or impair* or decline or problem*)).tw.

83. Coma/

84. coma.tw.

85. Dizziness/

86. (unsteadiness or imbalance or disequilibrium or dizziness or dizzyness or light headed* or lightheaded*
or vertigo or thostasis).tw.

87. Hypersomnolence, Idiopathic/

88. (hyper-somnolence* or hypersomnolence).tw.

89. (parent* adj (concern* or worry or worried)).tw.

90. Muscle Weakness/

91. ((focal or motor) adj1 (weakness or deficit*)).tw.

92. Priapism/ or priapism*.tw.
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93. exp Testicular Diseases/

94. exp Weight Loss/

95. (weight adj los*).tw.

96. Thromboembolism/

97. thrombo*.tw.

98. (inflammat™ adj marker*).tw.

99. exp Anemia/

100. (iron deficien* or anaemi* or anemi*).tw.

101. exp Thrombocytosis/

102. (high platelet* adj (count™ or level*)).tw.

103. exp Thrombocytopenia/

104. (low platelet* adj (count™ or level*)).tw.

105. Leukocytosis/

106. (leukocytosis or hyperleukocytosis or leukostasis).tw.
107. exp Hypercalcemia/

108. (hypercalcaemia* or hypercalcemia*).tw.

109. lymphadenopath*:.tw.

110. (chest adj2 pain*).tw.

111. (rib* adj pain*).tw.

112. (thora* adj pain*).tw.

113. Pericardial Effusion/

114. ((pericardial adj (fluid or effusion*)) or (hemopericardium or haemopericardium or
chylopericardium¥)).tw.

115. Superior Vena Cava Syndrome/

116. (superior vena cava adj (syndrome or obstruct* or narrow* or block*)).tw.
117. Arrhythmias, Cardiac/

118. palpitation™.tw.

119. exp Angina Pectoris/

120. (angina or stenocardia* or angor pectoris).tw.

121. exp Anoxia/

122. (anoxi* or anoxemi* or hypoxi* or oxygen deficien*).tw.
123. exp Respiratory Insufficiency/

124. respiratory failure.tw.

125. Cough/

126. cough*.tw.

127. Dyspnea/

128. (dyspn?ea* or (short* adj3 breath)).tw.

129. breathless*.tw.

130. Hoarseness/

131. hoarse*.tw.

132. Respiratory Sounds/

133. (wheez* or ronch* or stridor or crackle* or rale*).tw.
134. Hemoptysis/

135. (hemopty* or haemopty*).tw.

136. exp Abdominal Pain/

137. ((abdominal or abdomen) adj (disten* or pain*)).tw.
138. Hepatomegaly/
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139. (enlarged adj liver*).tw.

140. Splenomegaly/

141. hepatosplenomegaly.tw.

142. (enlarged adj spleen*®).tw.

143. exp Jaundice/

144. jaundice*.tw.

145. Intestinal Obstruction/

146. bowel obstruct*.tw.

147. exp Musculoskeletal Pain/

148. ((bone* or skeletal or joint* or musc*) adj (pain* or tender* or fracture*)).tw.
149. Intermittent Claudication/

150. claudication.tw.

151. Soft Tissue Neoplasms/

152. (soft tissue adj (neoplas* or tumo?r* or sarcoma* or mass* or lump* or bump¥*)).tw.
153. Arthritis, Juvenile Rheumatoid/
154. arthritis.tw.

155. or/29-154

156. 28 and 155

157. exp Leukemia/

158. (leuk?em™ or leuc?m*).tw.

159. 157 or 158

160. 156 and 159

161. Limit 160 to yr="1980-Current”

79. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
Medline 203 18/04/2013
Update search 79 17/06/2014
Premedline 67 18/04/2013
Update search 97 17/06/2014
Embase 597 18/04/2013
Update search 437 17/06/2014
NHSEED + HTA 0 18/04/2013
Update search 8 17/06/2014
HEED 68 18/04/2013
Update search 7 17/06/2014
CRD 32 18/04/2013
Update search 8 17/06/2014
1
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Leukaemia should be done with clinical
responsibility retained by primary care?

Question no: Leukaemia - Tests

80. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 239 34 18/04/2013
Premedline 1980-4/2013 28 8 18/04/2013
Embase 1980-4/2013 261 21 18/04/2013
Cochrane Library 1980-4/2013 7 0 18/04/2013
Psychinfo 1980-4/2013 2 0 18/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 57 5 18/04/2013

Total References retrieved (after de-duplication): 57

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 10 2 18/08/2014
18/08/2014

Premedline 4/2013- 30 2 18/08/2014
18/08/2014

Embase 4/2013- 51 3 18/08/2014
18/08/2014

Cochrane Library 4/2013- 11 0 18/08/2014
18/08/2014

Web of Science (SCI & SSCI) | 4/2013- 11 1 18/08/2014

and ISI Proceedings 18/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.
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Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty®.tw.

.1or2or3or4or5or6or7or8or9or10or11or12or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26

. exp Leukemia/

. (leuk?em* or leuc?m?*).tw.

. 28 or 29

. 27 and 30

. exp Leukocyte Count/

. (blood adj2 count*).tw.

. exp Histology/

. histolog*.tw.
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36. biops*.tw.

37. 32 or 33 or 34 or 35 or 36

38. 31 and 37

39. limit 38 to yr="1980 -Current"

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of myeloma in patients presenting in primary care with symptom(s)?

Question no: Myeloma — symptoms

81. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 565 16 09/04/2013
Premedline 1980-4/2013 74 9 10/04/2013
Embase 1980-4/2013 773 35 11/04/2013
Cochrane Library 1980-4/2013 684 0 10/04/2013
Psychinfo 1980-4/2013 21 3 11/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 545 7 12/04/2013

Total References retrieved (after de-duplication): 60

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 4/2013- 20 0 19/08/2014
19/08/2014

Premedline 4/2013- 40 3 19/08/2014
19/08/2014

Embase 4/2013- 38 3 19/08/2014
19/08/2014

Cochrane Library 4/2013- 349 0 19/08/2014
19/08/2014

Web of Science (SCI & SSCI) | 4/2013- 44 2 19/08/2014

and ISI Proceedings 19/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.
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Medline search strategy (This search strategy is adapted to each database.)

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.1or2or3or4or5or6or7or8or9or10or11or 12 or 13 or 14 or 15

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
. (initial investigat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma® or adenocarcinoma®*)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

. 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

. 16 or 26

Suspected Cancer: Appendix G (November 2014) Page 191 of 232






DRAFT FOR CONSULTATION

28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44.
45.
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.

exp Multiple Myeloma/

(myeloma adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
exp Neoplasms, Plasma Cell/

(plasma cell adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.
(multiple myeloma adj3 (cancer* or neoplasm* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
plasma cell myeloma.tw.

Kahler* disease. tw.

exp Myeloma Proteins/

exp Plasmacytoma/

(blood adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(h?ematol* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
myeloma*.tw.

exp Hematologic Neoplasms/

28 or 29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40

exp "Signs and Symptoms"/

exp Abdominal Pain/

(abdomin* adj3 (bleed* or distension or bloat*)).tw.

exp Hemoptysis/

h?emoptysis*. tw.

exp Hematuria/

h?ematuria®. tw.

exp Gastrointestinal Hemorrhage/

gastrointestinal bleed*.tw.

(gastrointestinal adj3 (h?emorrhage* or bleed*)).tw.

exp Uterine Hemorrhage/

uterine h?emorrhage®.tw.

vaginal h?emorrhage*.tw.

vaginal bleed*.tw.

appetite loss*.tw.

exp Contusions/

bruis*.tw.

ankle swell*.tw.

swollen ankle*.tw.

(ankle* adj3 (swell* or swollen)).tw.

Malaise®.tw.

exp Polyuria/
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64.
65.
66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.
96.
97.
98.
99.

(frequent* adj3 urinat*).tw.

exp Urinary Tract Infections/

(urin* adj infection®).tw.

exp Thirst/

thirst*.tw.

((bone or skeletal or chest wall or rib) adj3 pain).tw.
exp Confusion/

confus®.tw.

exp Constipation/

constipat*.tw.

exp Dyspnea/

dyspn?ea*.tw.

breathless*.tw.

(short* adj3 breath*).tw.

(epigastri* adj pain*).tw.

(epigrastric region adj pain*).tw.

exp Dyspepsia/

dyspepsia.tw.

indigestion.tw.

(impair* adj3 digest*).tw.

exp Fatigue/

(fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless®).tw.
(focal adj (neurolog* sign* or neurolog* deficit* or CNS*)).tw.
exp Spinal Cord Compression/

(compress* adj3 spinal cord).tw.

exp Infection/

infection®. tw.

exp Immunocompromised Host/

(infection* adj3 immunocompromise®).tw.

Lower urinary tract symptom®*.tw.

exp Prostatism/

(prostatism* or LUTS*).tw.

((lump* or mass* or bump*) adj3 (breast® or neck or abdomen* or soft tissue* or bon* or lymphadenopathy)).tw.
(pain* adj multiple site*).tw.

exp Fractures, Spontaneous/

(patholog* adj fracture®).tw.
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100.
101.
102.
103.
104.
105.
106.
107.
108.
109.
110.
111.
112.
113.
114.
115.
116.
117.
118.
119.
120.
121.
122.
123.
124.
125.
126.
127.
128.
129.
130.
131.
132.
133.
134.
135.

(bone* adj (fracture* or weak* or broken)).tw.

exp Thromboembolism/

((thrombus or thrombosis or clot* or blood clot*) adj blood vessel).tw.

exp Vomiting/

exp Nausea/

(emesis or nausea* or vomit*).tw.

exp Weight Loss/

(weight adj los*).tw.

exp Anemia/

(iron adj deficien*).tw.

an?emia*.tw.

exp Liver Function Tests/

(liver function test* adj3 abnormal*).tw.
exp Hypercalcemia/
Hypercalc?emia*. tw.

((high level* or raise*) adj3 inflammatory marker*).tw.
exp Thrombocytosis/
(thrombocythemia* or thrombocytosis®).tw.
exp Back Pain/

(back adj3 pain*).tw.

exp Cough/

cough®.tw.

exp Hoarseness/

hoarse*.tw.

exp Hepatomegaly/

((enlarge* or swollen or swell*) adj3 liver).tw.
exp Jaundice/

(jaundice or icterus).tw.

exp Intestinal Obstruction/

bowel obstruct®.tw.

exp Headache/

(headache* or migraine®).tw.
imbalance®.tw.

((lack* or los*) adj3 balance*).tw.

exp Personality Disorders/

(personality adj (change* or disturb*)).tw.
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136.
137.

(behavio?r* adj change).tw.
(hyper-somnolence or hypersomnia). tw.
138. (excessive day* sleep* or EDS).tw.
139. ((visual* or eye*) adj (disturb* or problem*)).tw.
140. exp Seizures/
141. (seizure* or convuls* or fit*1 or epilep* or blackout*).tw.
142. or/42-141
143. 41 and 142
144. 27 and 143

145. limit 144 to yr="1980 - Current"

82. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found

Medline 146 09/04/2013
Update Search 76 17/06/2014
Premedline 78 09/04/2013
Update Search 103 17/06/2014
Embase 543 09/04/2013
Update Search 327 17/06/2014
NHSEED +HTA 34 09/04/2013
Update Search 13 17/06/2014
HEED 43 09/04/2013
Update Search 7 17/06/2014
CRD 23 09/04/2013
Update Search 9 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Myeloma should be done with clinical
responsibility retained by primary care?
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Question no: Myeloma - Tests

83. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-4/2013 618 49 08/04/2013
Premedline 1980-4/2013 39 11 08/04/2013
Embase 1980-4/2013 636 54 08/04/2013
Cochrane Library 1980-4/2013 646 3 09/04/2013
Psychinfo 1980-4/2013 2 0 08/04/2013
Web of Science (SCI & SSCI) | 1980-4/2013 66 11 09/04/2013

Total References retrieved (after de-duplication): 109

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 4/2013- 15 0 19/08/2014
19/08/2014

Premedline 4/2013- 49 5 19/08/2014
19/08/2014

Embase 4/2013- 52 4 19/08/2014
19/08/2014

Cochrane Library 4/2013- 345 0 19/08/2014
19/08/2014

Web of Science (SCI & SSCI) | 4/2013- 5 1 19/08/2014

and ISI Proceedings 19/08/2014

Total References retrieved (after de-duplication): 8

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Multiple Myeloma/
. exp Myeloma Proteins/

. exp Plasmacytoma/

. (blood adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. myeloma*.tw.

.or/1-6

2
3
4
5. (h?ematol* adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
6
7
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8. exp Primary Health Care/

9. exp Physician’s Practice Patterns/

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp "Referral and Consultation”/

((primary or communit$) adj5 care).ti,ab.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

8or9or100r11or12or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(

(

(

(

(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32
23 or 33

7 and 34

paraprotein®.tw.

serum®.tw.

exp Paraproteins/

exp Electrophoresis/

Electrophores*.tw.

exp Bence Jones Protein/

((urine or blood) adj3 (test* or analysi*)).tw.

exp Viscosity/
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44, Viscosit*.tw.
45. Calcium*.tw.

46. x-ray*.tw.

47. exp Tomography, X-Ray Computed/

48. exp Tomography, X-Ray/
49. exp Histology/
50. histolog*.tw.

51. 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50

52. 35 and 51
53. limit 52 to yr="1980-Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of non-Hodgkin’s lymphoma in patients presenting in primary care with

symptom(s)?

Question no: Non-Hodgkin’s Lymphoma - symptoms

84. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-10/2012 1184 141 16/10/2012
Premedline 1980-10/2012 18 5 16/10/2012
Embase 1980-10/2012 856 102 18/10/2012
Cochrane Library 1980-10/2012 89 0 18/10/2012
Psychinfo 1980-10/2012 4 1 16/10/2012
Web of Science (SCI & SSCI) | 1980-10/2012 71 26 18/10/2012

Total References retrieved (after de-duplication): 255

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 10/2012- 48 2 20/08/2014
20/08/2014

Premedline 10/2012- 44 7 20/08/2014
20/08/2014

Embase 10/2012- 93 3 20/08/2014
20/08/2014

Cochrane Library 10/2012- 78 0 20/08/2014
20/08/2014

Web of Science (SCI & SSCI) | 10/2012- 12 0 20/08/2014

and ISI Proceedings 20/08/2014
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Total References retrieved (after de-duplication): 12

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic

Medline search strategy (This search strategy is adapted to each database.)

1. exp Lymphoma, Non-Hodgkin/
. Non-Hodgkin*.tw.
. (lymphoma adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. NHL*.tw.

. exp Lymphatic Diseases/

2

3

4

5

6.10r2o0r3or4or5

7. exp "Signs and Symptoms"/
8. swollen gland*.tw.
9. Sweat*.tw.

10. Cough®.tw.

11. ltch*.tw.

12. exp Fatigue/

13. (fatig* or tired* or exhaust* or letharg* or langui* or lassitude or listless®).tw.
14. Skin rash*.tw.

15. exp Pain/

16. pain*.tw.

17. weakness*.tw.

18. bruis*.tw.

19. exp Anemia/

20. (iron deficien* or anaemi* or anemi*).tw.

21. exp Weight Loss/

22. Weight loss*.tw.

23. exp Fever/

24. (fever* or temperatur®).tw.

25. (Appetite adj1 loss*).tw.

26. exp Infection/

27. infect*.tw.
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28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45.
46.
47.
48.
49.
50.
51.
52.
53.
54.
55.
56.
57.
58.
59.
60.
61.
62.
63.

exp Fractures, Spontaneous/
fracture*.tw.

exp Liver Function Tests/

(abnormal adj liver function test*).tw.
(inflammat* adj marker*).tw.

exp Pallor/

(Pallor® or pale*).tw.

exp Thromboembolism/

(blood adj clot*).tw.

exp Thrombocytosis/

thrombocytos*.tw.

exp Hypercalcemia/

(hypercalcaemia* or hypercalcemia®).tw.
(lymphadenopathy* or mass* or lump* or swelling*).tw.
exp Dyspnea/

(Breathless* or breething* or dyspnoea*).tw.
exp Hemoptysis/

(haemoptysis* or hemoptysis*).tw.
hoarse*.tw.

(abdominal adj pain*).tw.

exp Abdominal Pain/

exp Hepatomegaly/

exp Jaundice/

vomiting*.tw.

bowel obstruction®.tw.

exp Confusion/

confus®.tw.

(focal* or neurolog®).tw.

exp Headache/

headache*.tw.

imbalanc*.tw.

(personalit* adj (disturbance* or change®)).tw.
exp Vision Disorders/

visual disturb®.tw.
hyper-somnolence*.tw.

exp Seizures/
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64.
65.

seizure*.tw.

7or8or9or10or11or12or13or 14 or 15 0r 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28 or

29 or 30 or 31 or 32 or 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48 or 49 or 50 or 51

or 52 or 53 or 54 or 55 or 56 or 57 or 58 or 59 or 60 or 61 or 62 or 63 or 64

66.
67.
68.
69.
70.
71.
72.
73.
74.
75.
76.
77.
78.
79.
80.
81.
82.
83.
84.
85.
86.
87.
88.
89.
90.
91.
92.
93.
94.
95.

6 and 65

exp Primary Health Care/

exp Physician's Practice Patterns/

exp Family Practice/

exp Physicians, Primary Care/

exp General Practice/

exp Physicians, Family/

exp General Practitioners/

exp "Referral and Consultation"/

((primary or communit$) adj5 care).ti,ab.

(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

exp Outpatient Clinics, Hospital/

exp Ambulatory Care/

exp Community Health Services/ or exp Community Health Centers/

GUM clinic*.tw.

casualty*.tw.

67 or 68 or 69 or 70 or 71 or 72 or 73 or 74 or 75 or 76 or 77 or 78 or 79 or 80 or 81

suspect* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

83 or 84 or 85 or 86 or 87 or 88 or 89 or 90 or 91

82 or 92

66 and 93

limit 94 to yr="1980 -Current”
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85. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 76 11/02/2013
Update Search 46 17/06/2014
Premedline 31 11/02/2013
Update Search 39 17/06/2014
Embase 363 11/02/2013
Update Search 222 17/06/2014
NHSEED + HTA 58 11/02/2013
Update Search 7 17/06/2014
HEED 4 11/02/2013
Update Search 0 17/06/2014
CRD 2 11/02/2013
Update Search 1 17/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected non-Hodgkin’s Lymphoma cancer should
be done with clinical responsibility retained by primary care?

Question no: Non Hodgkin’s Lymphoma - Tests

86. Literature search details

Database name

Dates Covered

No of references

No of references Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-2012 320 102 20/12/2012
Premedline 1980-2012 3 1 07/01/2013
Embase 1980-2012 331 64 20/12/2012
Cochrane Library 1980-2012 31 0 07/01/2013
Psychinfo 1980-2012 0 0 07/01/2013
Web of Science (SCI & SSCI) | 1980-2012 31 2 07/01/2013

Total References retrieved (after de-duplication): 140

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of

search

Medline

2013-20/08/2014

19

5

20/08/2014
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Premedline 2013-20/08/2014 | 5 4 20/08/2014
Embase 2013-20/08/2014 | 87 16 20/08/2014
Cochrane Library 2013-20/08/2014 | 19 0 20/08/2014
Web of Science (SCI & SSCI) | 2013-20/08/2014 | 3 0 20/08/2014
and ISI Proceedings

Total References retrieved (after de-duplication): 22

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic

Medline search strategy (This search strategy is adapted to each database.)

1. exp Lymphoma, Non-Hodgkin/
. Non-Hodgkin*.tw.
. (lymphoma adj3 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
. NHL*.tw.

.1or2or3o0r4

2

3

4

5

6. exp Primary Health Care/
7. exp Physician's Practice Patterns/

8. exp Family Practice/

9. exp Physicians, Primary Care/

10. exp General Practice/

11. exp Physicians, Family/

12. exp General Practitioners/

13. exp "Referral and Consultation”/

14. ((primary or communit$) adj5 care).ti,ab.

15. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

16. exp Outpatient Clinics, Hospital/

17. exp Ambulatory Care/

18. exp Community Health Services/ or exp Community Health Centers/

19. GUM clinic*.tw.

20. casualty*.tw.

21.60r7or8or9or10or11or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20

22. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
23. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

24. (risk* adj cancer®).tw.
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25.
26.
27.
28.
29.

(
(
(
(
(
30. (

31. 22 or 23 or 24 or 25 or 26 or 27 or 28 or 29 or 30

32. 21 or 31
33. exp Diagnostic Imaging/

34. exp Radiography, Thoracic/

35. exp Thorax/ and (X-Rays/ or Radiography/ or Tomography, X-Ray/)

36. ((chest or thora*) adj3 (x ray* or x-ray* or xray* or radiograph* or tomograph*)).mp.

37. exp Tomography, X-Ray Computed/ or Tomography Scanners, X-Ray Computed/

38. exp Ultrasonography/

39. (ultrasound* or ultrasonograph* or sonogra* or ultrasonic or echogra* or echotomogra*).mp.

40. ((CT or CAT) adj (scan* or imaging or examination)).tw.

41. 33 or 34 or 35 or 36 or 37 or 38 or 39 or 40

42. 5 and 32 and 41

43. limit 42 to yr="1980 -Current”

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
initial investigat® adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

A WNEF

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of Hodgkin’s lymphoma in patients presenting in primary care with

symptom(s)?

Question no: Hodgkin’s Lymphoma - symptoms

87. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search
Medline 1980-10/2012 356 35 25/10/2012
Premedline 1980-10/2012 8 0 25/10/2012
Embase 1980-10/2012 587 49 25/10/2012
Cochrane Library 1980-10/2012 124 0 25/10/2012
Psychinfo 1980-10/2012 8 0 25/10/2012
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Web of Science (SCI & SSCI)
and ISI Proceedings

1980-10/2012 184 6 25/10/2012

Total References retrieved (after de-duplication): 82

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 10/2012- 12 0 26/08/2014
26/08/2014

Premedline 10/2012- 27 0 26/08/2014
26/08/2014

Embase 10/2012- 224 0 26/08/2014
26/08/2014

Cochrane Library 10/2012- 37 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 10/2012- 42 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 0

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Primary Health Care/
. exp Physician's Practice Patterns/
. exp Family Practice/
. exp Physicians, Primary Care/

. exp General Practice/

2

3

4

5

6. exp Physicians, Family/
7. exp General Practitioners/

8. exp "Referral and Consultation"/

9. ((primary or communit$) adj5 care).ti,ab.

10. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
11. exp Outpatient Clinics, Hospital/

12. exp Ambulatory Care/

13. exp Community Health Services/ or exp Community Health Centers/
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14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.

GUM clinic*.tw.
casualty*.tw.

1Tor2or3or4or5oré6or7or8or9or10or 11 or 12 or 13 or 14 or 15

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

17 or 18 or 19 or 20 or 21 or 22 or 23 or 24 or 25

16 or 26

exp Hodgkin Disease/

(hodgkin* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or

lymphoma*)).tw.

30.
31.
32.

28 or 29
27 and 30
Limit 31 to yr="1980-Current”

88. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 62 15/05/2013
Update Search 26 17/06/2014
Premedline 30 15/05/2013
Update Search 25 17/06/2014
Embase 295 15/05/2013
Update Search 140 17/06/2014
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NHSEED + HTA 11 15/05/2013
Update Search 1 17/06/2014
HEED 2 15/05/2013
Update Search 0 17/06/2014
CRD 6 15/05/2013
Update Search 0 17/06/2014

1

2

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Hodgkin’s Lymphoma should be done with

clinical responsibility retained by primary care?

Question no: Hodgkin’s Lymphoma - Tests

89. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-5/2013 89 20 14/05/2013
Premedline 1980-5/2013 5 2 14/05/2013
Embase 1980-5/2013 71 19 14/05/2013
Cochrane Library 1980-5/2013 31 1 14/05/2013
Psychinfo 1980-52013 2 0 14/05/2013
Web of Science (SCl & SSCI) | 1980-5/2013 8 3 14/05/2013

Total References retrieved (after de-duplication): 38

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 5/2013- 6 0 26/08/2014
26/08/2014

Premedline 5/2013- 7 2 26/08/2014
26/08/2014

Embase 5/2013- 17 1 26/08/2014
26/08/2014

Cochrane Library 5/2013- 4 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 5/2013- 2 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 3

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.
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Medline search strategy (This search strategy is adapted to each database.)

1.
2.

exp Hodgkin Disease/

(hodgkin* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma* or

lymphoma*)). tw.

3
4
5
6.
7
8
9

11

12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.

.1or2
. exp Primary Health Care/

. exp Physician's Practice Patterns/

exp Family Practice/

. exp Physicians, Primary Care/
. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

((primary or communit$) adj5 care).ti,ab.
(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
4or50r6or7or8or9or10or 11 or12or 13 or 14 or 15 or 16 or 17 or 18
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma*® or adenocarcinoma®*)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

risk* adj cancer®).tw.

initial investigat* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(

missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malighan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
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27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.

(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28

19 or 29

exp Diagnostic Imaging/

exp Radiography, Thoracic/

exp Thorax/ and (X-Rays/ or Radiography/ or Tomography, X-Ray/)

((chest or thora*) adj3 (x ray* or x-ray* or xray* or radiograph* or tomograph*)).mp.

exp Tomography, X-Ray Computed/ or Tomography Scanners, X-Ray Computed/

exp Ultrasonography/

(ultrasound* or ultrasonograph* or sonogra* or ultrasonic or echogra* or echotomogra*).mp.

((CT or CAT) adj (scan* or imaging or examination)).tw.

31 or 32 or 33 or 34 or 35 or 36 or 37 or 38

3 and 30

39 and 40

limit 41 to yr="1980 -Current”

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guidelin: Suspected Cancer

Literature search summary

Question title: What is the risk of bone sarcoma in patients presenting in primary care with symptom)s)?

Question no: Bone sarcoma - symptoms

90. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-10/2012 2069 78 11/10/12
Premedline 1980-10/2012 57 8 11/10/12
Embase 1980-10/2012 2009 76 11/10/12
Cochrane Library 1980-10/2012 407 2 15/10/12
Psychinfo 1980-10/2012 10 1 11/10/12

Web of Science (SCl & SSCI) | 1980-10/2012 706 14 15/10/12

and ISI Proceedings

Total References retrieved (after de-duplication): 155

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search
Medline 10/2012- 85 1 26/08/2014
26/08/2014
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Premedline 10/2012- 60 4 26/08/2014
26/08/2014

Embase 10/2012- 258 6 26/08/2014
26/08/2014

Cochrane Library 10/2012- 262 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 10/2012- 134 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 9

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Bone Neoplasms/
. exp Osteosarcoma/
. exp Chondrosarcoma/
. exp Sarcoma, Ewing/

. exp Sarcoma/

2
3
4
5
6. (bone adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
7. 0r/1-6

8. exp Primary Health Care/

9. exp Physician's Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation"/

16. ((primary or communit$) adj5 care).ti,ab.

17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

18. exp Outpatient Clinics, Hospital/

19. exp Ambulatory Care/

20. exp Community Health Services/ or exp Community Health Centers/

21. GUM clinic*.tw.
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22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.

casualty*.tw.

8or9or10or11or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22

suspect* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

23 or 33

7 and 34

Limit 35 to yr="1980-Current”

91. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 97 27/03/2013
Update Search 71 16/06/2014
Premedline 37 27/03/2013
Update Search 36 17/06/2014
Embase 372 27/03/2013
Update Search 209 17/06/2014
NHSEED +HTA 37 27/03/2013
Update Search 9 17/06/2014
HEED 23 27/03/2013
Update Search 1 17/06/2014
CRD 11 27/03/2013
Update Search 0 17/06/2014

~Nooh~WwWNE
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Bone sarcoma should be done with clinical

responsibility retained by primary care?

Question no: Bone sarcoma - Tests

92. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-3/2013 1289 104 25/03/2013
Premedline 1980-3/2013 100 16 25/03/2013
Embase 1980-3/2013 1277 125 27/03/2013
Cochrane Library 1980-3/2013 158 6 27/03/2013
Psychinfo 1980-3/2013 10 0 27/03/2013
Web of Science (SCI & SSCI) | 1980-3/2013 166 9 27/03/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 219

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 3/2013- 60 7 26/08/2014
26/08/2014

Premedline 3/2013- 98 11 26/08/2014
26/08/2014

Embase 3/2013- 104 9 26/08/2014
26/08/2014

Cochrane Library 3/2013- 116 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 3/2013- 26 0 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 19

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Bone Neoplasms/

2. exp Osteosarcoma/
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. exp Chondrosarcoma/

. exp Sarcoma, Ewing/

. exp Sarcoma/

. (bone adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
.or/1-6

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty®.tw.

.80r9or100r 11 or12or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22

. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(

(

(

(

. (initial investigat® adj5 (cancer” or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32
.23 0r33

. 7 and 34

. limit 35 to yr="1980 -Current”

. exp X-Rays/

. exp Tomography, X-Ray/
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39. exp Diagnostic Imaging/
40. diagnos®.tw.

41. calcium*.tw.

42. exp Alkaline Phosphatase/
43. Alkaline phosphatase®. tw.
44, biopsy*.tw.

45. exp Histology/

46. histolog*.tw.

47. exp Hematologic Tests/
48. x-ray*.tw.

49. 37 or 38 or 39 or 40 or 41 or 42 or 43 or 44 or 45 or 46 or 47 or 48
50. 36 and 49

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of soft tissue sarcoma in patients presenting in primary care with
symptom(s)?

Question no: Soft Tissue Sarcoma - symptoms

93. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-11/2012 389 66 08/11/2012
Premedline 1980-11/2012 26 6 08/11/2012
Embase 1980-11/2012 287 63 08/11/2012
Cochrane Library 1980-11/2012 82 0 08/11/2012
Psychinfo 1980-11/2012 20 2 08/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 192 6 08/11/2012
and ISI Proceedings

Total References retrieved (after de-duplication): 117

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 11/2012- 61 2 26/08/2014
26/08/2014

Premedline 11/2012- 56 4 26/08/2014
26/08/2014

Embase 11/2012- 23 2 26/08/2014
26/08/2014

Cochrane Library 11/2012- 27 0 26/08/2014
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26/08/2014
Web of Science (SCI & SSCI) | 11/2012- 25 0 26/08/2014
and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication): 7

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. (soft adj tissue*).tw.
. soft-tissue*.tw.
.lor2
. sarcoma®*.tw.

.3and 4

2

3

4

5

6. exp Sarcoma/
7. (soft adj tissue adj3 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcino® or adenocarcinoma®*)).tw.
8. (soft-tissue adj3 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcino* or adenocarcinoma®)).tw.
9.50r60r7o0r8

10. exp Primary Health Care/

11. exp Physician's Practice Patterns/

12. exp Family Practice/

13. exp Physicians, Primary Care/

14. exp General Practice/

15. exp Physicians, Family/

16. exp General Practitioners/

17. exp "Referral and Consultation"/

18. ((primary or communit$) adj5 care).ti,ab.

19. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

20. exp Outpatient Clinics, Hospital/

21. exp Ambulatory Care/

22. exp Community Health Services/ or exp Community Health Centers/

23. GUM clinic*.tw.

24. casualty*.tw.

Suspected Cancer: Appendix G (November 2014) Page 215 of 232






DRAFT FOR CONSULTATION

25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.

10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24

suspect* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(
(
(
(
(initial investigat* adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(missed diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(symptomat* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34

25 or 35

9 and 36

Limit 37 to yr="1980-Current”

94. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 42 24/06/2013
Update Search 25 19/06/2014
Premedline 9 24/06/2013
Update Search 11 19/06/2014
Embase 71 24/06/2013
Update Search 31 19/06/2014
NHSEED 10 24/06/2013
Update Search 3 19/06/2014
HEED 7 24/06/2013
Update Search 2 19/06/2014
CRD 5 24/06/2013
Update Search 1 19/06/2014

~Nooh~wWNE
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NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Soft Tissue Sarcoma should be done with

clinical responsibility retained by primary care?

Question no: Soft Tissue Sarcoma - Tests

95. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-6/2013 164 33 20/06/2013
Premedline 1980-6/2013 14 3 24/06/2013
Embase 1980-6/2013 145 51 24/06/2013
Cochrane Library 1980-6/2013 34 3 24/06/2013
Psychinfo 1980-6/2013 0 0 24/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 a7 10 24/06/2013

Total References retrieved (after de-duplication): 74

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 6/2013- 3 0 26/08/2014
26/08/2014

Premedline 6/2013- 17 2 26/08/2014
26/08/2014

Embase 6/2013- 21 3 26/08/2014
26/08/2014

Cochrane Library 6/2013- 10 0 26/08/2014
26/08/2014

Web of Science (SCI & SSCI) | 6/2013- 11 1 26/08/2014

and ISI Proceedings 26/08/2014

Total References retrieved (after de-duplication):6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. (soft adj tissue*).tw.

2. soft-tissue*.tw.
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.1lor2

. sarcoma®*.tw.

.3and 4

. exp Sarcoma/

. (soft adj tissue adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcino® or adenocarcinoma®)).tw.
. (soft-tissue adj3 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcino® or adenocarcinoma®)).tw.
.50r6o0r7o0r8

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation"/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty®.tw.

.100r 11 or12or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 or 24

. (suspect* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

(
(
(
(
. (initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)). tw.

. (missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34

. 250r 35

. 9 and 36

. limit 37 to yr="1980 -Current”
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39. exp Ultrasonography/
40. ultrasound®.tw.

41. exp Histology/

42. histolog*.tw.

43. 39 or 40 or 41 or 42
44. 37 and 43

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of neuroblastoma in patients presenting in primary care with symptom(s)?

Question no: Neuroblastoma - Symptoms

96. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-11/2012 384 29 14/11/2012
Premedline 1980-11/2012 19 0 14/11/2012
Embase 1980-11/2012 198 28 14/11/2012
Cochrane Library 1980-11/2012 59 1 14/11/2012
Psychinfo 1980-11/2012 14 0 14/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 33 5 14/11/2012

Total References retrieved (after de-duplication): 45

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 11/2012- 8 1 27/08/2014
27/08/2014

Premedline 11/2012- 49 1 27/08/2014
27/08/2014

Embase 11/2012- 62 2 27/08/2014
27/08/2014

Cochrane Library 11/2012- 21 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 11/2012- 6 1 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 5

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
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Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

. exp Neuroblastoma/

. neuroblastoma*.tw.

.lor2

. exp Primary Health Care/

. exp Physician's Practice Patterns/

. exp Family Practice/

. exp Physicians, Primary Care/

. exp General Practice/

. exp Physicians, Family/

. exp General Practitioners/

. exp "Referral and Consultation”/

. ((primary or communit$) adj5 care).ti,ab.

. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.

. exp Outpatient Clinics, Hospital/

. exp Ambulatory Care/

. exp Community Health Services/ or exp Community Health Centers/

. GUM clinic*.tw.

. casualty*.tw.

.4or50r6or7or8or9or10or11or12or 13 or 14 or 15 or 16 or 17 or 18

. (suspect* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

. (early adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (risk* adj cancer®).tw.

. (initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
. (initial investigat* adj5 (cancer® or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
. (early diagnos* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (missed diagnos* adj5 (cancer® or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(
(
(
(

. (delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
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28. (symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
29. 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28

30. 19 or 29

31. 3 and 30

32. Limit 31 to yr="1980-Current”

97. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
Medline 9 25/06/2013
Update Search 7 19/06/2014
Premedline 10 25/06/2013
Update Search 8 19/06/2014
Embase 82 25/06/2013
Update Search 33 19/06/2014
NHSEED + HTA 3 25/06/2013
Update Search 0 19/06/2014
HEED 3 25/06/2013
Update Search 0 19/06/2014
CRD 2 25/06/2013
Update Search 0 19/06/2014
1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Neuroblastoma should be done with clinical

responsibility retained by primary care?

Question no: Neuroblastoma - Tests

98. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-6/2013 220 16 25/06/2013
Premedline 1980-6/2013 21 5 25/06/2013
Embase 1980-6/2013 135 14 25/06/2013
Cochrane Library 1980-6/2013 4 1 25/06/2013
Psychinfo 1980-6/2013 4 0 25/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 26 2 25/06/2013
and ISI Proceedings
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Total References retrieved (after de-duplication): 33

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 6/2013- 6 0 27/08/2014
27/08/2014

Premedline 6/2013- 26 4 27/08/2014
27/08/2014

Embase 6/2013- 18 2 27/08/2014
27/08/2014

Cochrane Library 62013- 17 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 6/2013- 5 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 6

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Neuroblastoma/
. neuroblastoma*.tw.
.lor2
. exp Primary Health Care/

. exp Physician's Practice Patterns/

2

3

4

5

6. exp Family Practice/
7. exp Physicians, Primary Care/

8. exp General Practice/

9. exp Physicians, Family/

10. exp General Practitioners/

11. exp "Referral and Consultation"/

12. ((primary or communit$) adj5 care).ti,ab.

13. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
14. exp Outpatient Clinics, Hospital/

15. exp Ambulatory Care/
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16. exp Community Health Services/ or exp Community Health Centers/

17. GUM clinic*.tw.

18. casualty*.tw.

19.40or50r60or7or8o0r9or10or11or12or 13 or 14 or 150r 16 or 17 or 18
20.
21.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

22.
23.

risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

25.
26.
27.

(
(
(
(

24. (initial investigat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

28. (

29. 20 or 21 or 22 or 23 or 24 or 25 or 26 or 27 or 28

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

30. 19 or 29

31. 3 and 30

32. exp Histology/

33. histolog*.tw.34

34, diagnos®*.tw.

35. test*.tw.

36. 32 or 33 or 34 or 35

65. 31 and 36

66. limit 65 to yr="1980 -Current"”

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: What is the risk of retinoblastoma in patients presenting in primary care with symptom(s)?

Question no: Retinoblastoma - Symptoms
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99. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search
Medline 1980-11/2012 576 62 15/11/2012
Premedline 1980-11/2012 13 3 14/11/2012
Embase 1980-11/2012 386 62 15/11/2012
Cochrane Library 1980-11/2012 67 0 15/11/2012
Psychinfo 1980-11/2012 1 0 15/11/2012
Web of Science (SCI & SSCI) | 1980-11/2012 30 8 15/11/2012

and ISI Proceedings

Total References retrieved (after de-duplication): 83

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 11/2012- 28 4 27/08/2014
27/08/2014

Premedline 11/2012- 31 1 27/08/2014
27/08/2014

Embase 11/2012- 51 2 27/08/2014
27/08/2014

Cochrane Library 11/2012- 64 1 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 11/2012- 10 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Retinoblastoma/
. retinoblastoma*.tw.

. Retinal Neoplasms/

. (retina* adj3 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. (leukokoria* or leukocoria* or leucocoria*).tw.

2
3
4
5. exp Eye Neoplasms/
6
7.10r2or3or4or5oré
8

. exp Primary Health Care/

Suspected Cancer: Appendix G (November 2014)

Page 224 of 232






DRAFT FOR CONSULTATION

9. exp Physician’s Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation"/

16. ((primary or communit$) adj5 care).ti,ab.

17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/

19. exp Ambulatory Care/

20. exp Community Health Services/ or exp Community Health Centers/

21. GUM clinic*.tw.

22. casualty*.tw.

23.80r9or 100or 11 or12or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22

24.
25.
26.
27.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer®).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

29.
30.
31.
32.
33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

(
(
(
(

28. (initial investigat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

(

symptomat* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

34. 23 or 33
35. 7 and 34
36. Limit 35 to yr="1980-Current”

100. Health Economics Literature search details
The dates for the HE search are 2011-2014.
The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update
Search.

Database name No of references Finish date of search
found
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Medline 27 26/06/2013
Update Search 19 19/06/2014
Premedline 7 26/06/2013
Update Search 7 19/06/2014
Embase 121 26/06/2013
Update Search 36 19/06/2014
NHSEED + HTA 0 26/06/2013
Update Search 0 19/06/2014
HEED 2 26/06/2013
Update Search 0 19/06/2014
CRD 0 26/06/2013
Update Search 0 19/06/2014

1

2

3

4

5

6

7

8

9

10

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer Literature search summary

Question title: Which investigations of symptoms of suspected Retinoblastoma should be done with clinical
responsibility retained by primary care?

Question no: Retinoblastoma - Tests

101. Literature search details

Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 1980-6/2013 341 42 26/06/2013
Premedline 1980-6/2013 15 2 26/06/2013
Embase 1980-6/2013 240 21 26/06/2013
Cochrane Library 1980-6/2013 19 0 26/06/2013
Psychinfo 1980-6/2013 1 0 26/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 34 9 26/06/2013
and ISI Proceedings

Total References retrieved (after de-duplication): 66

Update Search
Database name Dates Covered No of references No of references Finish date of
found retrieved search

Medline 6/2013- 8 1 27/08/2014
27/08/2014

Premedline 6/2013- 11 1 27/08/2014
27/08/2014

Embase 6/2013- 11 2 27/08/2014
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27/08/2014
Cochrane Library 6/2013- 7 0 27/08/2014
27/08/2014
Web of Science (SCI & SSCI) | 6/2013- 8 0 27/08/2014
and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 2

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Retinoblastoma/
. retinoblastoma®. tw.
. Retinal Neoplasms/
. (retina* adj3 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

. exp Eye Neoplasms/

2
3
4
5
6. (leukokoria* or leukocoria® or leucocoria*).tw.
7.10r2or3or4or5or6

8. exp Primary Health Care/

9. exp Physician's Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation”/

16. ((primary or communit$) adj5 care).ti,ab.

17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/

19. exp Ambulatory Care/

20. exp Community Health Services/ or exp Community Health Centers/

21. GUM clinic*.tw.

22. casualty*.tw.

23.80r9or10o0r11or12or 13 or 14 or 150r 16 or 17 or 18 or 19 or 20 or 21 or 22
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24,
25.
26.
27.

29.
30.
31.
32.

risk* adj cancer®).tw.

33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

34. 23 or 33
35. 7 and 34

36. limit 35 to yr="1980 -Current"

37. exp Histology/

38. (histolog* or diagnos* or test*).tw.

39. 37 or 38
40. 35 and 39

suspect* adj5 (cancer* or neoplas* or oncolog® or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

early adj5 (cancer® or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
initial assess* adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early diagnos* adj5 (cancer* or neoplas* or oncolog® or malignan® or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

(
(
(
(
28. (initial investigat® adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(
(
(delay* diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
(

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: What is the risk of Wilm’s tumour in patients presenting in primary care with symptom(s)?

Question no: Wilm’s Tumour

102. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-11/2012 281 53 13/11/2012
Premedline 1980-11/2012 20 3 13/11/2012
Embase 1980-11/2012 311 55 14/11/2012
Cochrane Library 1980-11/2012 34 0 14/11/2012
Psychinfo 1980-11/2012 0 0 13/11/2012
Web of Science (SCl & SSCI) | 1980-11/2012 7 3 14/11/2012

Total References retrieved (after de-duplication): 93

Update Search

Database name

Dates Covered

No of references
found

No of references
retrieved

Finish date of
search

Medline

11/2012-

20

3

27/08/2014
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27/08/2014

Premedline 11/2012- 45 2 27/08/2014
27/08/2014

Embase 11/2012- 33 0 27/08/2014
27/08/2014

Cochrane Library 11/2012- 22 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 11/2012- 2 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 3

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this
particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Wilms Tumor/
. nephroblastoma*. tw.
. (kidney adj (neoplasm* or cancer or tumo?r* or malignan* or adenocarcinom®)).tw.
. metanephric blastema®. tw.

. nephrogenic rest*.tw.

2

3

4

5

6. (wilms adj tumo?r*).tw.
7.10r2or3or4or5oré

8. exp Primary Health Care/

9. exp Physician's Practice Patterns/

10. exp Family Practice/

11. exp Physicians, Primary Care/

12. exp General Practice/

13. exp Physicians, Family/

14. exp General Practitioners/

15. exp "Referral and Consultation"/

16. ((primary or communit$) adj5 care).ti,ab.

17. (family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
18. exp Outpatient Clinics, Hospital/

19. exp Ambulatory Care/

20. exp Community Health Services/ or exp Community Health Centers/
21. GUM clinic*.tw.

22. casualty*.tw.

23.80r9o0r100r11or12or 13 or 14 or 150r 16 or 17 or 18 or 19 or 20 or 21 or 22
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24,
25.
26.
27.

suspect* adj5 (cancer* or neoplas® or oncolog* or malignan*® or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
early adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

risk* adj cancer®).tw.

initial assess* adj5 (cancer® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
29. (early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
30.
31.

(
(
(
(
28. (initial investigat® adj5 (cancer® or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(
(missed diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.
(delay* diagnos* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
32. (

33. 24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

symptomat* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®*)).tw.

34. 23 or 33
35. 7 and 34
36. Limit 35 to yr="1980-Current”

103. Health Economics Literature search details

The dates for the HE search are 2011-2014.

The SIGN Health Economics filter was added to the search.

The SCHARR Quiality of Life filter was added to search. However, it was deemed not relevant to add to the Update

Search.
Database name No of references Finish date of search
found
Medline 19 26/06/2013
Update Search 10 19/06/2014
Premedline 11 26/06/2013
Update Search 9 19/06/2014
Embase 51 26/06/2013
Update Search 14 19/06/2014
NHSEED + HTA 1 26/06/2013
Update Search 0 19/06/2014
HEED 0 26/06/2013
Update Search 0 19/06/2014
CRD 0 26/06/2013
Update Search 0 19/06/2014

1

NATIONAL COLLABORATING CENTRE FOR CANCER

Clinical Guideline: Suspected Cancer

Literature search summary

Question title: Which investigations of symptoms of suspected Wilm’s Tumour should be done with
clinical responsibility retained by primary care?

Question no: Wilm’s Tumour - Tests
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104. Literature search details

Database name

Dates Covered

No of references

No of references

Finish date of

and ISI Proceedings

found retrieved search
Medline 1980-6/2013 266 23 26/06/2013
Premedline 1980-6/2013 22 2 26/06/2013
Embase 1980-6/2013 219 11 26/06/2013
Cochrane Library 1980-6/2013 40 0 26/06/2013
Psychinfo 1980-6/2013 1 0 26/06/2013
Web of Science (SCI & SSCI) | 1980-6/2013 5 1 26/06/2013

Total References retrieved (after de-duplication): 28

Update Search

Database name

Dates Covered

No of references

No of references

Finish date of

found retrieved search

Medline 6/2013- 9 1 27/08/2014
27/08/2014

Premedline 6/2013- 28 2 27/08/2014
27/08/2014

Embase 6/2013- 29 3 27/08/2014
27/08/2014

Cochrane Library 6/2013- 13 0 27/08/2014
27/08/2014

Web of Science (SCI & SSCI) | 6/2013- 1 0 27/08/2014

and ISI Proceedings 27/08/2014

Total References retrieved (after de-duplication): 4

Note:

The Psychinfo database has not been searched after 2012 (i.e. for the Update Searches) as according to the NICE
Technical Manual (version from Nov 2012) this database is a subject-specific database and not relevant to this

particular guideline topic.

Medline search strategy (This search strategy is adapted to each database.)

1. exp Wilms Tumor/

. nephroblastoma®. tw.

. (kidney adj (neoplasm* or cancer or tumo?r* or malignan* or adenocarcinom®)).tw.

. metanephric blastema*. tw.

. nephrogenic rest*.tw.

.1or2or3or4or5oré6

2
3
4
5
6. (wilms adj tumo?r*).tw.
7
8. exp Primary Health Care/
9

. exp Physician's Practice Patterns/

10. exp Family Practice/
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11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.

exp Physicians, Primary Care/
exp General Practice/
exp Physicians, Family/
exp General Practitioners/
exp "Referral and Consultation"/
((primary or communit$) adj5 care).ti,ab.
(family practi$ or family doctor$ or family physician$ or gp$ or general practi$).ti,ab.
exp Outpatient Clinics, Hospital/
exp Ambulatory Care/
exp Community Health Services/ or exp Community Health Centers/
GUM clinic*.tw.
casualty*.tw.
8or9or100r11or12or 13 or 14 or 15 0or 16 or 17 or 18 or 19 or 20 or 21 or 22
suspect* adj5 (cancer* or neoplas® or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
early adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.
risk* adj cancer*).tw.

initial assess* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma*)).tw.

(
(
(
(
(initial investigat® adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(early diagnos* adj5 (cancer* or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(missed diagnos* adj5 (cancer* or neoplas® or oncolog® or malignan® or tumo?r* or carcinoma® or adenocarcinoma®)).tw.
(delay* diagnos* adj5 (cancer*® or neoplas* or oncolog* or malignan* or tumo?r* or carcinoma* or adenocarcinoma®)).tw.
(symptomat* adj5 (cancer* or neoplas® or oncolog* or malignan® or tumo?r* or carcinoma* or adenocarcinoma®)).tw.

24 or 25 or 26 or 27 or 28 or 29 or 30 or 31 or 32

23 or 33

7 and 34

limit 34 to yr="1980 -Current”

exp Histology/

(histolog® or test* or diagnos®).tw.

37 or 38
36 and 39

[EN

Suspected Cancer: Appendix G (November 2014) Page 232 of 232







10

11

12

13

14

15

16

17

18

19

DRAFT FOR CONSULTATION

Suspected Cancer:
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Update of clinical guideline 27
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This document is an update of the review protocols which accompanied NICE clinical
guideline 27 (published June 2005) and will replace them.

Evidence has been reviewed on the recognition and management of suspected cancer in
children, young people and adults. New review protocols developed as part of this update
are highlighted in peach. You are invited to comment on the highlighted text only. Appendix J
contains content from the 2005 Evidence Review which is being deleted as it has been
updated.

The original NICE guideline and supporting documents are available from
http://www.nice.org.uk/guidance/CG27
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PATIENT INFORMATION
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Patient information

Guideline subgroup members: Sue B, David, Susan H, Euan and Joan

Review question: What are the information needs of:
- Patients who are referred for suspected cancer and their carers/families, and
- Patients who are being monitored (for suspected cancer) in primary care and their carers/families?

Economic priority: Low

Question in PICO format

Population Situation Timing Outcomes Study types
- Patients who Information needs | At the time of Information Primarily
are referred for associated with: being referred for | reported by Qualitative

suspected cancer
and their
carers/families

- Patients who
are being
monitored (for
suspected
cancer) in
primary care and
their
carers/families

- referral for
suspected cancer

- monitoring (for
suspected
cancer) in primary
care.

suspected cancer
and during
monitoring for
suspected cancer
in primary care.

patients/carers to
be useful/not
useful or
wanted/not
wanted when
being referred for
suspected cancer
and when being
monitoring for
suspected cancer
in primary care.

Also screen for
quantitative
studies and if
enough time,
include relevant
quantitative
studies

How the information will be searched

Sources to be searched

charity reports.

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library;

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED, google and charities for

Can we apply date limits to the

search

A date limit of 1980 was applied to the core databases. For
additional searches on google and charities’ websites no
date limit was applied, as those databases are not
structured in a way that allows date limits to be applied.

Are there any study design filters to
be used (RCT, systematic review,

diagnostic test)?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

What data will we extract (what
columns will be included in our
evidence table) and how will we

analyse the results?

Which quality checklist will we use for

Demographic data describing the included
patients/participants (age, gender, suspected
cancer/referral type or reason for monitoring,
relationship to referred/monitored patient, and setting
along with any other relevant patients/participant

Suspected Cancer: Appendix H (November 2014)
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appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

details reported in the studies) will be extracted along
with recruitment strategy including the inclusion and
exclusion criteria. The included studies will be
appraised using the NICE checklist for qualitative
studies (http://publications.nice.org.uk/the-guidelines-
manual-appendices-bi-pmg6b/appendix-h-
methodology-checklist-qualitative-studies). All the
information reported by the study participants to have
been needed/not needed and wanted/not wanted will
be extracted for each study and the results will be
summarised narratively, split by population
(patient/carer/family) if the data allow it.

Note any changes to the protocol or other considerations below

SAFETY NETTING

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Safety-netting

Guideline subgroup members: Yoryos, Lindsay, Susan, Joan

Review question: What safety-netting strategies are effective in primary care for patients being

monitored for suspected cancer?
Economic priority: Low

Question in PICO format

Patients/populat | Intervention Comparison Outcomes
ion
e Patients with Safety netting No safety-netting Cohort studies

symptoms that
might indicate
cancer
presenting in
primary care
who have
been
investigated in
primary care
but the test is
negative/bord
erline

o Patient with
symptoms that
might indicate
cancer
presenting in
primary care
who have not
been
investigated

e Patients who
have been
investigated in
secondary
care but with a
negative

Comparative studies

Stage at diagnosis
Survival
Delayed diagnosis

Suspected Cancer: Appendix H (November 2014)

Other safety-netting Proportion of patients with cancer in
the safety netted population

Proportion of patients with cancer
Emergency presentation

Psychological morbidity
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investigation
and persistent
symptoms

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library;

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

Safety netting, Ongoing-care, Surveillance
Watchful waiting, Watch and wait, Wait and see
High risk patient, Diagnostic error, Monitoring
Deferred referral, Unexplained persistent symptoms
Timely re-appraisal, False negative, Diagnostic error
High risk patient, False negative, Deferred referral,
Unexplained persistent symptoms

Timely re-appraisal

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting, patient
characteristics (number, age, gender, country, any other relevant
characteristics reported such as relevant history or comorbidities),
definition of symptom, safety-netting strategy, method of verification
of diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies will
be assessed using the QUADAS (1) tool for cohort studies and the
Cochrane tool for intervention studies.

The proportion of patients with cancer will be extracted for all the
study types and, if feasible, the results will be meta-analysed, to
provide a summary estimate indicating the risk of cancer associated
with safety-netting. For comparative studies, the number of patients
presenting as emergencies, the stage at diagnosis, survival, delayed
diagnosis and psychological morbidity will also be extracted for each
of the groups.

Note any changes to the protocol or other considerations below

LUNG

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Suspected Cancer: Appendix H (November 2014)

Page 5 of 115




http://ovidsp.uk.ovid.com/sp-3.8.0a/ovidweb.cgi?&S=PMHHPDCLPOHFHDNAFNPKAHBGNPBJAA00&Search+Link=%22diagnostic+error%22%2f



OCONOOTULTEAWN -

DRAFT FOR CONSULTATION

Guideline subgroup members: Euan, Karen, Stuart

Review question: What is the risk of lung cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Occupational
history
Asbestos
Radon
Cannabis

Including:

Cough

(new cough / changed
cough)

Dyspnoea (shortness of
breath)

Wheezing
Haemoptysis

Fatigue

Loss of weight

Loss of appetite
Shoulder pain (Pancoast
tumour)

Chest/rib pain
Pleuritic pain
Hoarseness (recurrent
laryngeal nerve palsy)
Stridor

Facial swelling

Facial flushing
Swelling of upper limb
Distended veins upper limb
Neck swelling
Distended veins neck
Light headedness
Finger clubbing
Persistent or recurrent
chest infection

Pleural effusion
Radicular pain
Referred pain

Lower limb weakness
Impaired walking
Sensory impairment
Bladder or bowel
incontinence

Spinal tenderness
Muscle weakness /
swallowing problems /
coordination problems /
hyponatraemia

Abnormal spirometry
Abnormal chest x-ray
Fever

Generic list
fatigue
appetite loss
weight loss

Cancer diagnosis

Positive predictive value
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thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
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The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

LUNG

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for lung cancer

Guideline subgroup members: Euan, Karen, Stuart

Review question: Which investigations of symptoms of suspected lung cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Medium

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Chest x-ray Histology/folLow up Sensitivity
presenting to CT Specificity

primary care with
symptoms of
suspected lung
cancer

Sputum cytology
Bronchoscopy

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the

1980
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search

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

MESOTHELIOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Euan, Karen, Stuart

Review question: What is the risk of mesothelioma in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion
Patients with Including: Cancer diagnosis Positive predictive value
SYMEHOMES @i Generic list
suspected fatigue
*

cancer appetite loss
Subarouns: weight loss
ﬁg—L thromboembolism
ng raised levels of

. inflammatory
Smo_k ng markers
Familial anemia
syndrom_es thrombocytosis
Deprivation
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Obesity hypercalcemia
Past history of unexplained
cancer lymphadenopathy or
Ethnicity other mass
Alcohol exposure
Immuno- Symptoms of metastases
suppression Chest
Asbestos chest wall or rib pain
exposure cough
Occupational dyspnoea/shortness of
history breath

haemoptysis

hoarseness

Liver

abdominal distension

abdominal pain

Hepatomegaly

jaundice

abnormal liver function
tests

vomiting

bowel obstruction

Bone

bone or skeletal pain

pathological fracture

pain at multiple sites

Brain

confusion

focal neurological signs

headache

imbalance

personality disturbance

lethargy/hyper-
somnolence

visual disturbance

seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients

presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
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cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or II) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

MESOTHELIOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for mesothelioma

Guideline subgroup members: Euan, Karen, Stuart

Review question: Which investigations of symptoms of suspected mesothelioma should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Chest x-ray Histology/folLow up Sensitivity
presenting to CT Specificity

Abdominal x-ray

primary care with
Ultrasound

symptoms of
suspected
mesothelioma

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,

Primary care data only

Suspected Cancer: Appendix H (November 2014)
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diagnostic test). Primary care data
only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

OESOPHAGEAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Sue B, Yoryos, Lindsay

Review question: What is the risk of oesophagael cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of

Including:

Epigastric pain

Chest pain

Pain or discomfort in the
throat or back

Pain in the form of a
burning sensation when
swallowing food

Pain or soreness behind
the breastbone, or
between the shoulder
blades

Reflux (acid regurgitation)
heartburn

Indigestion

Cancer diagnosis

Positive predictive value

Suspected Cancer: Appendix H (November 2014)
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cancer
Ethnicity

Alcohol exposure
Immuno-
suppression
Chronic iron
deficiency
anaemia

History of
Barretts
oesophagus
Dietary history
Betel

HPV

Acid indigestion
Dyspepsia

persistent acid reflux
persistent hiccups or
regurgitation of food,
Dysphagia

Feeling that your food is
sticking in your throat
Hoarseness, or chronic
cough

Coughing up blood
Nausea

vomiting

Regurgitation
Constipation

Low cholesterol
Hypercalcemia

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases

Chest

chest wall or rib pain

cough

dyspnoea/shortness of
breath

haemoptysis

hoarseness

Liver

abdominal distension

abdominal pain

Hepatomegaly

jaundice

abnormal liver function
tests

vomiting

bowel obstruction

Bone

bone or skeletal pain

pathological fracture

pain at multiple sites

Brain

confusion

focal neurological signs

headache

imbalance

personality disturbance

Suspected Cancer: Appendix H (November 2014)
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visual disturbance
seizures

lethargy/hyper-somnolence

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

OESOPHAGEAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for oesophageal cancer

Guideline subgroup members: Sue B, Yoryos, Lindsay

Review question: Which investigations of symptoms of suspected oesophageal cancer should be
done with clinical responsibility retained by primary care?
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Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Upper Gl endoscopy Histology/folLow up Sensitivity
presenting to Ba swalLow Specificity

primary care with | Chest X-Ray

symptoms of
suspected
oesophageal
cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or ot

PANCREAS

her considerations beLow

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer
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Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Sue B, Stuart, Lindsay, Euan

Review question: What is the risk of pancreatic cancer in patients presenting in primary care with

symptom(s)?

Economic priority: Medium

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity
Alcohol exposure
Immuno-
suppression
BRCA1/BRCA2
Chronic
pancreatitis
Diabetes

High intake of
processed meat
Ulcerative colitis
Gastric ulcer
Lack of physical
activity

Cystic fibrosis

Including:

Abdominal mass
Epigastric mass
Lumps

Abdominal distension
Unusual and sustained
bloating

Back pain

Abdominal pain
Abdominal discomfort
Colic

Epigastric pain

Pain when eating
early satiety

Appetite loss

Weight loss

Anorexia

Muscle weakness
Cachexia

Change in bowel habit
Constipation
Diarrhoea

Pale coloured stools
floating stools,
steatorrhoea, foul smelling,
difficult to flush

Dark urine

Jaundice

Yellow skin

itching

Unusual belching
Delayed gastric emptying
hiccups, flatulence, and
regurgitation
dyspepsia

indigestion

heartburn

Diabetes

Dyspnoea
Breathlessness
Altered sleep patterns
Fatigue

Nausea

Vomiting

malaise
Thromboembolism
Unprovoked VTE

Cancer diagnosis

Positive predictive value

Suspected Cancer: Appendix H (November 2014)
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migratory thrombophlebitis
Trousseau’s Syndrome
DVT

Dysgeusia

Asthenia

Pancreatitis

Rectal bleeding
Depression/low mood
Fever

Shivering (rigor)

Night sweats

Unusual naevi or moles
(indicative of any familial
cancer syndrome)

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
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| seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

PANCREAS

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for pancreatic cancer

Guideline subgroup members: Sue Ballard, Lindsay, Stuart, Euan

Review question: Which investigations of symptoms of suspected pancreatic cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low
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Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Ultrasound Histology/folLow up Sensitivity

presenting to o) Specificity

primary care with E:AER,I: IIz‘olsitive prei_dictivi value
alse negative rate

symptom; of CA19-9

SUEPEEE Beta hCG

pancreatic cancer | ca72-4

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

STOMACH

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?
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Guideline subgroup members: Lindsay, Sue B, Liliana

Review question: What is the risk of cancer of the stomach in patients presenting in primary care

with symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Salt intake
Dietary history
H pylori
Pernicious
anaemia
HIV/AIDS
Reflux
Occupational
history

Including:

Persistent (every day)
heartburn (acid reflux)
‘Silent reflux’

Sleep apnoea,

Sleep disorders,
Chronic cough
Hoarseness

Chest pain (non-heartburn)
Dyspepsia

Persistent hiccups or
regurgitation of food
Difficulty or pain in
swallowing food

Food sticking in the throat
Dysphagia

Short of breath
Vomiting,

Nausea,

Sickness

Anorexia

Feeling full very early
when eating meals
Persistent indigestion,
acidity, burping and
vomiting

trapped wind and frequent
burping

Water brash

Bloating
Pain/discomfort in the
upper abdomen

Pain just under your
breastbone (sternum) or
slightly lower down.
Metallic taste

Bleeding

Feeling breathless
Blood clots

Fluid in the abdomen
Blood in your stool
Black stools

Vomit streaked with blood

Generic list
fatigue

appetite loss
weight loss
thromboembolism

Cancer diagnosis

Positive predictive value

Suspected Cancer: Appendix H (November 2014)
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raised levels of
inflammatory markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases

Chest

chest wall or rib pain

cough

dyspnoea/shortness of
breath

haemoptysis

hoarseness

Liver

abdominal distension

abdominal pain

Hepatomegaly

jaundice

abnormal liver function
tests

vomiting

bowel obstruction

Bone

bone or skeletal pain

pathological fracture

pain at multiple sites

Brain

confusion

focal neurological signs

headache

imbalance

personality disturbance

lethargy/hyper-somnolence

visual disturbance

seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
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The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

STOMACH

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for stomach cancer

Guideline subgroup members: Lindsay, Sue B, Liliana

Review question: Which investigations of symptoms of suspected stomach cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Upper Gl endoscopy Histology/folLow up Sensitivity
presenting to Barium meal Specificity
Abdo USS Positive predictive value

primary care with
symptoms of
suspected
stomach cancer

False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.
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Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or II) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

SMALL INTESTINE

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Lindsay, Joan, Sue B

Review question: What is the risk of small intestine cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of suspected cancer
suspected cancer

Subgroups:
Age

Sex
Smoking
Familial
syndromes
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Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

SMALL INTESTINE

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests
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Guideline subgroup members: Lindsay, Joan, Sue B

Review question: Which investigations of symptoms of suspected small intestine/gall bladder
cancer should be done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Capsule endoscopy Histology/folLow up Sensitivity
presenting to Barium folLow through Specificity

primary care with cT

symptoms of
suspected small
intestine cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below
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GALL BLADDER
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with
symptom(s)?

Guideline subgroup members: Sue B, Stuart, David

Review question: What is the risk of gall bladder cancer in patients presenting in primary care with
symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion

Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of suspected cancer
suspected cancer

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate?

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
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groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

GALL BLADDER

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for gall bladder cancer

Guideline subgroup members: Sue B, Stuart, David

Review question: Which investigations of symptoms of suspected gall bladder cancer should be
done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Ultrasound Histology/folLow up Sensitivity

presenting to LFT Specificity

primary care with CT Positive preQictive value
CA19-9 False negative rate

symptoms of
suspected cancer
of the gall bladder

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,

Primary care data only

Suspected Cancer: Appendix H (November 2014)
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diagnostic test). Primary care data
only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

LIVER

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Sue B, Stuart, David

Review question: What is the risk of liver cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Comparison Outcomes

Cancer diagnosis Positive predictive value

Patients/populat | Sign/symptom*

ion

Patients with Including:

symptoms of Abdominal mass

suspected Enlarged tender liver

cancer* Distinct sound in the liver
(hepatic bruit)

Subgroups: Abdominal distension

Age Swollen abdomen

Sex Ascites — excess

Smoking fluid/swelling in abdomen

Familial and/or legs

syndromes Abdominal

Deprivation pain/tenderness

Obesity Discomfort or pain in

Past history of abdomen

cancer Epigastric/hypochondrial
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Ethnicity

Alcohol exposure
Immuno-
suppression
Chronic hepatitis
Cirrhosis
Aflatoxin
exposure
Occupation
Diabetes

HIV

Betel quid
Anabolic steroids
Liver infection

pain

Right shoulder tip pain
Pain in right shoulder —
referred pain
Gastrointestinal bleeding
Abnormal bleeding
(gastrointestinal)

dilated (widened) veins
called esophageal varices
Fine blood vessels visible
on the skin in a radial
pattern resembling the legs
of a spider (known as
spider naevi)

Vomiting blood

Dark black tarry stools
Feeling full or bloated after
eating, even after a small
meal

Confusion

Diarrhoea

Jaundice

Dark coloured urine and
pale coloured stools
Jaundice

Itching

Cachexia

Muscle wasting
Hypercalcaemia
(Erythrocytosis)

Fever

Sweats

A high temperature and
sweating

fever with high
temperatures and shivers
Being sick
Nausea/feeling sick
Vomiting

A sudden worsening of
health in somebody with
known chronic hepatitis or
cirrhosis

Weakness and tiredness
Lethargy

Loss of libido

Erectile dysfunction
Swollen testicles

Blood in urine

Breast development in
men

Gynaecomastia

Stomach pain and cramps
mistaken for period pains
Flushing

Generic list
fatigue
appetite loss
weight loss
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thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
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The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for liver cancer

Guideline subgroup members: Sue B, Stuart, David

Review question: Which investigations of symptoms of suspected liver cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Ultrasound Histology/folLow up Sensitivity
presenting to CT Specificity
MRI Positive predictive value

primary care with
symptoms of
suspected liver
cancer

Alpha Feta Protein

False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
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CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

COLORECTAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Liliana, Jeanne, Joan

Review question: What is the risk of colorectal cancer in patients presenting in primary care with

symptom(s)?
Economic priority: High

Question in PICO format

Comparison Outcomes

Cancer diagnosis Positive predictive value

Patients/populat | Sign/symptom*
ion
Patients with Including:
symptoms of Rectal bleeding
suspected Abdominal mass
cancer* Rectal mass
Tenesmus
Subgroups: Abdominal distension
Age Abdominal pain
Sex Appetite loss
Smoking Constipation
Familial Diarrhoea
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syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression

IBD

Sexual practices
Polyps
Occupational
history

Epigastric pain
Dyspepsia

Colic

Dyspnoea

Fatigue

Jaundice

Lower urinary tract
symptoms

Lumps

Pelvic mass

Pelvic pain
Thromboembolism
Vomiting

Weight loss
Change in bowel habit
Anaemia

Raised levels of
inflammatory markers
Thrombocytosis
Hepatomegaly
Night sweats
Abnormal Ift

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
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confusion

headache
imbalance

lethargy/hyper-

seizures

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for colorectal cancer
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Guideline subgroup members: Liliana, Jeanne, Joan

Review question: Which investigations of symptoms of suspected colorectal cancer should be done
with clinical responsibility retained by primary care?

Economic priority: High

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Colonoscopy Histology/folLow up Sensitivity
presenting to Sigmoidoscopy Specificity

primary care with
symptoms of
suspected

CT colonoscopy/
colonography
CT

colorectal cancer | cga

FOB
Barium enema

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below
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ANAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of
symptom(s)?

Guideline subgroup members: Liliana,

cancer in patients presenting in primary care with

Jeanne, Joan

Review question: What is the risk of anal cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with
symptoms of
suspected cancer

suspected cancer

Signs and symptoms of

Cancer diagnosis Positive predictive value

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
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approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

ANAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for anal cancer

Guideline subgroup members: Lilliana, Jeanne, Joan

Review question: Which investigations of symptoms of suspected anal should be done with clinical
responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Proctoscopy Histology/folLow up Sensitivity
presenting to Sigmoidoscopy Specificity

primary care with
symptoms of
suspected anal
cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.
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the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the

Dissemination, and the Cochrane
Collaboration handbook).

sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

BREAST

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Joan, Nicki, Jeanne

Review question: What is the risk of breast cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
BRCA1/BRCA2
HRT

Combined
hormonal
contraceptive
(CHC) use
Lack of physical
activity
Reproductive
history

Lack of breast

Including:

Breast lump

Breast pain

Nipple bleeding

Nipple inversion

Skin change (on breast)
Unilateral ‘eczema’ around
nipple (Paget’s disease)
[searching on ‘nipple may be
simplest for the three nipple
symptoms]

Skin changes — dimpling,
peau d’orange, ulceration
Nipple discharge

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases

Cancer diagnosis

Positive predictive
value
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feeding

Chest

chest wall or rib pain

cough

dyspnoea/shortness of
breath

haemoptysis

hoarseness

Liver

abdominal distension

abdominal pain

Hepatomegaly

jaundice

abnormal liver function
tests

vomiting

bowel obstruction

Bone

bone or skeletal pain
pathological fracture
pain at multiple sites

Brain

confusion

focal neurological signs

headache

imbalance

personality disturbance

lethargy/hyper-
somnolence

seizures

visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic

test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
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What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

BREAST

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for breast cancer

Guideline subgroup members: Joan, Nicki, Jeanne

Review question: Which investigations of symptoms of suspected breast cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Ultrasound Histology/folLow up Sensitivity

presenting to Mammography Specificity

primary care with | FNA Positive predictive value

symptoms of
suspected breast
cancer

False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
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The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

ENDOMETRIAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Joan, Nicki, Richard

Review question: What is the risk of endometrial cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Diabetes

Lack of physical
activity
Reproductive

Including:

Post menopausal vaginal
bleeding
Abnormal/change in pre-
menopausal vaginal
bleeding (heavy/heavier
periods,menorrhagia, long
periods, inter-menstrual
bleeding, more frequent
periods, irregular bleeding)
Vaginal discharge

Lower abdominal pain
Lower abdominal pressure
Pelvic pain

Pelvic pressure

Pain on sexual intercourse
Abdominal swelling

Lump in abdomen
Increased Urinary
frequency

Polyuria

Dysuria

Constipation

Cancer diagnosis

Positive predictive value
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history

HRT use
Previous complex
atypical
hyperplasia of
endometrium

Leg swelling

Abdominal mass
Abdominal tenderness
Enlarged/or irregular
uterus on PV examination
Dysmenorrhoea
Polymenorrhoea
Dyspareunia

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
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CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
What data will we extract (what For each included study the following characteristics will be
columns will we included in our extracted: Study design, inclusion/exclusion criteria, setting,
evidence table) and how will we patient characteristics (number, age, gender, country, any other
analyse the results? relevant characteristics reported such as relevant history or
Which quality checklist will we use for | comorbidities), definition of symptom, method of verification of
appraisal? (Normally checklists from diagnosis and any other relevant details reported in the studies.
the NICE manual — but irrelevant items | The risk of different biases associated with the included studies
could be omitted). will be assessed using the QUADAS (I or 1l) tool for each of the
List subgroups here and planned included studies.
statistical analyses.(Recognised For each reported symptom the 2-by-2 table (consisting of the
approaches to meta-analysis should number of true/false positives/negatives) will be extracted.
be used, as described in the manual If more than one study report a given symptom, the results will
from the NHS Centre for Reviews and | be meta-analysed, if feasible, to provide a summary estimate
Dissemination, and the Cochrane indicating the risk of cancer associated with each symptom. The
Collaboration handbook). positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

ENDOMETRIAL
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for endometrial cancer

Guideline subgroup members: Joan, Nicki, Richard

Review question: Which investigations of symptoms of suspected endometrial cancer should be
done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Ultrasound Histology/folLow up Sensitivity
presenting to Pipelle sampling Specificity
CA125 Positive predictive value
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primary care with | Hysteroscopy

symptoms of NB ultrasound may be
suspected trans-abdominal or trans-
endometrial vaginal

cancer

False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

CERVICAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Joan, Nicki, Richard

Review question: What is the risk of cervical cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Suspected Cancer: Appendix H (November 2014) Page 44 of 115






DRAFT FOR CONSULTATION

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
HPV

HIV

COC pill use
Sexual history

Including:

Unusual vaginal bleeding
(Intermenstrual bleeding,
postcoital
bleeding,irregular vaginal
bleeding, any vaginal
bleeding in woman past
the menopause- better to
use PMB post menopausal
bleeding)

Pain when having sex-
dyspareunia

Unpleasant smelling
vaginal discharge- blood
stained vaginal discharge
Pain when passing
urinedysuria

Increased frequency
passing urine
Constipation

Haematuria

Urinary Incontinence
should this be in the
secondaries category
Swelling in leg

Pelvic pain

Abnormal looking cervix
Abnormal smear- various
grades CIN
Enlarged/craggy/firm
cervix on vaginal
examination

Contact bleeding when
smear taken

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis

Cancer diagnosis

Positive predictive value
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hoarseness
Liver

Hepatomegaly
jaundice

tests
vomiting

Bone

Brain
confusion

headache
imbalance

lethargy/hyper-

seizures

abdominal distension
abdominal pain

abnormal liver function

bowel obstruction
bone or skeletal pain

pathological fracture
pain at multiple sites

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.
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statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

CERVICAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for cervical cancer

Guideline subgroup members: Joan, Nicki, Richard

Review question: Which investigations of symptoms of suspected cervical cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Cervical smear Histology/folLow up Sensitivity

presenting to
primary care with
symptoms of
suspected
cervical cancer

Specificity
Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.
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the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

VULVA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Karen, Jeanne, Sue B

Review question: What is the risk of cancer of the vulva in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of suspected cancer
suspected cancer

Subgroups:
Age

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic

test). Primary care data only?

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

VULVA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for vulval cancer

Guideline subgroup members: Karen, Jeanne, Sue B

Review question: Which investigations of symptoms of suspected cancer of the vulva should be
done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Biopsy Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected cancer
of the vulva

Positive predictive value
False negative rate
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How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

VAGINAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Joan, Richard, Nicki

Review question: What is the risk of vaginal cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion
Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of suspected cancer
suspected cancer

Subgroups:
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Age

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

VAGINAL
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GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for vaginal cancer

Guideline subgroup members: Joan, Richard, Nicki

Review question: Which investigations of symptoms of suspected vaginal cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Histology/folLow up Sensitivity

presenting to
primary care with
symptoms of
suspected
vaginal cancer

Specificity
Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.
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Note any changes to the protocol or other considerations below

PROSTATE

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: David, Euan, Yoryos

Review question: What is the risk of prostate cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Occupational
history

Including:

Nocturia

Urinary frequency
Urinary urgency

poor flow

Hesitation
Incontinence

Urinary retention
Feeling of incomplete
bladder emptying
Dysuria

Impotence

Erectile dysfunction
Loss of libido

Pain on ejaculation
Haematospermia
Haematuria

Pelvic discomfort / pain
Abnormal rectal
examination (prostate
enlargement, nodule, hard
craggy prostate)
Abnormal renal function
(raised urea or creatinine)
Raised PSA

Back pain

Swelling in legs
Radicular pain
Referred pain

Lower limb weakness
Impaired walking
Sensory impairment
Bladder or bowel
incontinence

Spinal tenderness

Generic list
fatigue
appetite loss

Cancer diagnosis

Positive predictive value
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weight loss
thromboembolism
raised levels of
inflammatory
markers
anemia
thrombocytosis
hypercalcemia
unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No
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The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

PROSTATE

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for prostate cancer

Guideline subgroup members: David, Euan, Yoryos

Review question: Which investigations of symptoms of suspected prostate cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients PSA Histology/folLow up Sensitivity
presenting to MRI for detection Specificity

primary care with
symptoms of
suspected
prostate cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.
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Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

BLADDER

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: David, Yoryos, Karen

Review question: What is the risk of bladder cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes

ion

Patients with Including: Cancer diagnosis Positive predictive value
symptoms of Abdominal pain

suspected Haematuria

cancer* Vaginal bleeding

Appetite loss

Subgroups: Confusion
Age Recurring urinary infection
Sex Fatigue

Bone or skeletal pain

Suspected Cancer: Appendix H (November 2014) Page 56 of 115






DRAFT FOR CONSULTATION

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression
Occupation
Alcohol
consumption
Schistosomiasis
Reccurent
bladder Infection

Lower urinary tract
symptoms: frequency,
urgency, pain, dysuria,
cystitis, loin pain

Pelvic mass

Pelvic pain

Erectile dysfunction
Thromboembolism

Weight loss.

Anaemia

Abnormal liver function tests
Hypercalcaemia

Raised levels of inflammatory
markers

Thrombocytosis.

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
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| seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

BLADDER

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for bladder cancer

Guideline subgroup members: David, Yoryos, Karen

Review question: Which investigations of symptoms of suspected bladder cancer should be done
with clinical responsibility retained by primary care?
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Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Urine cytology Histology/folLow up Sensitivity

presenting to Ultrasound Specificity

primary care with Cystoscopy Positive pre_dictive value
Blood HCG False negative rate

symptoms of
suspected
bladder cancer

Urine marker NMP22
Urine marker MCM5

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

RENAL (8)

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?
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Guideline subgroup members: David, Richard, Yoryos, Karen

Review question: What is the risk of renal cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:

Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity
Alcohol exposure
Immuno-
suppression
Occupation
Personal history
of hypertension

Including:

Abdominal mass
abdominal distension,
abdominal pain,
haematuria,

appetite loss,
constipation,

lower urinary tract
symptoms including UT],
vomiting,

weight loss,

fever including night
sweats

pelvic mass

flank / loin pain
scrotal / groin pain
varicocoele

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting

Cancer diagnosis

Positive predictive value
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Bone

Brain
confusion

headache
imbalance

lethargy/hyper-

seizures

bowel obstruction
bone or skeletal pain

pathological fracture
pain at multiple sites

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below
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RENAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for renal cancer

Guideline subgroup members: David, Richard, Yoryos, Karen

Review question: Which investigations of symptoms of suspected renal cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Abdominal ultrasound Histology/folLow up Sensitivity

presenting to Urine cytology Specificity

primary care with X-ray Positive pre_dictive value
IVP False negative rate

symptoms of
suspected renal
cancer

pelvis

CT scan of abdomen and

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Suspected Cancer: Appendix H (November 2014) Page 62 of 115






19
20

21
22
23
24
25
26

DRAFT FOR CONSULTATION

Note any changes to the protocol or other considerations below
TESTICULAR

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with
symptom(s)?

Guideline subgroup members: Yoryos, Karen, David

Review question: What is the risk of testicular cancer in patients presenting in primary care with
symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion

Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of suspected cancer
suspected cancer

Subgroups:
Age

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
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case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

TESTICULAR

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for testicular cancer

Guideline subgroup members: Yoryos, Karen, David

Review question: Which investigations of symptoms of suspected testicular cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Ultrasound Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected
testicular cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980
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Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate?
The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

PENIS

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: David, Yoryos, Karen

Review question: What is the risk of penile cancer in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with
symptoms of
suspected cancer

suspected cancer

Subgroups:
Age

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure

Signs and symptoms of

Cancer diagnosis Positive predictive value
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Immuno-
suppression

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

PENIS

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for penile cancer

Guideline subgroup members: David, Yoryos, Karen

Review question: Which investigations of symptoms of suspected cancer of the penis should be
done with clinical responsibility retained by primary care?
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Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected penile
cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any
other relevant characteristics reported such as relevant
history or comorbidities), index and reference test
characteristics and any other relevant details reported in the
studies.

The risk of different biases associated with the included
studies will be assessed using the QUADAS (I or II) tool for
each of the included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results
will be meta-analysed, if feasible, to provide a summary
estimate of the sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

MELANOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?
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Guideline subgroup members: Richard, Euan, Nicki

Review question: What is the risk of melanoma in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:

Age

Sex

Smoking

Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression

Sun exposure
Sunbed exposure
Occupation

Including:

Change in appearance of
skin lesion (see classic
complex):

. Asymmetry

. Borders (irregular)
. Color (variegated),
and

. Diameter > 6mm

o Evolving over time
o Elevated above
the skin surface

o Firm to the touch

o Growing

New pigmented skin lesion
Bleeding or ulcerated skin
lesion

Itching

Painful

Redness

Tingling

Burning

Friability (pieces that break
off

Change in size

Irregular shape
Inflammation

Change in sensation)
Abnormality under finger or
toe nail

Decreased visual acuity
Visual field loss

Flashing lights

Floaters

Ocular pain

Choroidal melanoma on
ophthalmoscopy

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

Cancer diagnosis

Positive predictive value
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unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients

presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
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groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

MELANOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for melanoma

Guideline subgroup members: Richard, Euan, Nicki

Review question: Which investigations of symptoms of suspected melanoma cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Mole mate dermatoscopy Histology/folLow up Sensitivity

presenting to Biopsy Specificity

primary care with | OPhthalmoscopy Positive predictive value

symptoms of
suspected
melanoma

False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,

Primary care data only
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diagnostic test). Primary care data
only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any
other relevant characteristics reported such as relevant history
or comorbidities), index and reference test characteristics and
any other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will
be meta-analysed, if feasible, to provide a summary estimate
of the sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

SQUAMOUS CELL CARCINOMA OF THE SKIN
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with
symptom(s)?

Guideline subgroup members: Richard, Euan, Nicki
Review question: What is the risk of SCC in patients presenting in primary care with symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sigh/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex
Smoking
Familial
syndromes
Deprivation
Obesity
Past history of
cancer
Ethnicity

Including:

Rough patch on skin
Raised lump on skin
Reddish, enlarging flat
patch of skin

Scaly patch

Irritated patch of skin
Crusted patch
Non-healing patch of skin
Ulcerated patch of skin
Bleeding from skin lesion
Growing bump

Changed mole

Changed wart

Changed skin lesion

Cancer diagnosis

Positive predictive value
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Alcohol exposure
Immuno-

suppression Generic list
Sun exposure fatigue
i appetite loss
Solar keratosis :
weight loss

Sunbed exposure thromboembolism

Occupation .
. raised levels of
Immunosuppressi .
inflammatory
on
markers
anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

N =

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

SQUAMOUS CELL CARCINOMA OF THE SKIN

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for squamous cell carcinoma of the skin

Guideline subgroup members: Richard, Euan, Nicki

Review question: Which investigations of symptoms of suspected SCC should be done with clinical

responsibility retained by primary care?

Economic priority: low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Dermatoscopy Histology/folLow up Sensitivity
presenting to Excision / Biopsy Specificity

primary care with
symptoms of
suspected SCC

Positive predictive value
False negative rate
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How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

BASAL CELL CARCINOMA OF THE SKIN

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of
symptom(s)?

Guideline subgroup members: Richard

cancer in patients presenting in primary care with

, Euan, Nicki

Review question: What is the risk of BCC in patients presenting in primary care with symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion
Patients with Including: Cancer diagnosis Positive predictive value
symptoms of Ulcer with raised rolled
suspected edge
cancer* Prominent fine blood
vessels around lesion
Subgroups: Nodule on skin
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Age

Sex

Smoking

Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression

Sun exposure
Solar keratosis
Sunbed exposure
Occupation
Immunosuppressi
on

Pearly / waxy nodule on
skin

Red patch of skin

Patch of skin that looks like
a scar

Bleeding skin lesion
Non-healing skin lesion
Ulcerated patch of skin
Bleeding from skin lesion
Growing bump

Changed mole

Changed wart
Changed skin lesion

Generic list

fatigue
appetite loss
weight loss
thromboembolism
raised levels of
inflammatory
markers
anemia
thrombocytosis
hypercalcemia
unexplained
lymphadenopathy or
other mass

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic
test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,

study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients

presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
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What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

BASAL CELL CARCINOMA OF THE SKIN

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for basal cell carcinoma of the skin

Guideline subgroup members: Richard, Euan, Nicki

Review question: Which investigations of symptoms of suspected BCC should be done with clinical

responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Dermatoscopy Histology/folLow up Sensitivity
presenting to excision biopsy of lesion Specificity

primary care with
symptoms of
suspected BCC

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

LARYNX

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Euan, Karen, Stuart

Review question: What is the risk of cancer of the larynx in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with
symptoms of
suspected cancer

suspected cancer

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

Signs and symptoms of

Cancer diagnosis Positive predictive value
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How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

LARYNX

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for laryngeal cancer

Guideline subgroup members: Euan, Karen, Stuart

Review question: Which investigations of symptoms of suspected cancer of the larynx should be
done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format
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Patients/populat | Test Comparison Outcomes
ion
Patients Chest x-ray Histology/folLow up Sensitivity

presenting to
primary care with
symptoms of
suspected cancer
of the larynx

Specificity
Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

ORAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?
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Guideline subgroup members: Jeanne, Stuart, Richard

Review question: What is the risk of oral cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/population

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected cancer*

Subgroups:

Age

Sex

Smoking

Familial syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity

Alcohol exposure
Immuno-
suppression
Chewing betel
HPV

Dietary history
Syphilis
Cannabis

Including:

Ulcers on tongue
Ulcers on lip

Ulcers in mouth
Plaques

Bleeding gums
Lichen planus

Sore throat
Dysphagia

Pain

Pain on chewing

Pain on swallowing
Earache

Toothache

Loose teeth

Speech impediment
Halitosis

Swollen lymph glands
(under chin, in neck)
Bony lumps (on palpate)
Pain wearing dentures

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases

Chest

chest wall or rib pain

cough

dyspnoea/shortness of
breath

haemoptysis

hoarseness

Liver

abdominal distension

abdominal pain

Hepatomegaly

jaundice

Cancer diagnosis

Positive predictive value
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tests
vomiting

Bone

Brain
confusion

headache
imbalance

lethargy/hyper-
somnolence

seizures

abnormal liver function
bowel obstruction
bone or skeletal pain

pathological fracture
pain at multiple sites

focal neurological signs

personality disturbance

visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
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Collaboration handbook).

positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

ORAL

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for oral cancer

Guideline subgroup members: Jeanne, Stuart, Richard

Review question: Which investigations of symptoms of suspected oral cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Biopsy Histology/folLow up Sensitivity

presenting to
primary care with
symptoms of
suspected oral
cancer

Specificity
Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any
other relevant characteristics reported such as relevant history
or comorbidities), index and reference test characteristics and
any other relevant details reported in the studies.

The risk of different biases associated with the included studies
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could be omitted). will be assessed using the QUADAS (I or Il) tool for each of the
List subgroups here and planned included studies.

statistical analyses.(Recognised For each included study the 2-by-2 table (consisting of the
approaches to meta-analysis should number of true/false positives/negatives) will be extracted.

be used, as described in the manual If more than one study report on the index test, the results will
from the NHS Centre for Reviews and | be meta-analysed, if feasible, to provide a summary estimate
Dissemination, and the Cochrane of the sensitivity and specificity of the index test.

Collaboration handbook).

Note any changes to the protocol or other considerations below

THYROID

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Lindsay, Joan, Karen

Review question: What is the risk of thyroid cancer in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion
Patients with Signs and symptoms of Cancer diagnosis Positive predictive value

symptoms of
suspected cancer

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

suspected cancer

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,

pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

THYROID

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for thyroid cancer

Guideline subgroup members: Lindsay, Joan, Karen

Review question: Which investigations of symptoms of suspected thyroid cancer should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Ultrasound Histology/folLow up Sensitivity
presenting to Thyroid function tests Specificity

primary care with FNA

symptoms of
suspected thyroid
cancer

Positive predictive value
False negative rate
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How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any
other relevant characteristics reported such as relevant history
or comorbidities), index and reference test characteristics and
any other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will
be meta-analysed, if feasible, to provide a summary estimate
of the sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

BRAIN & CNS

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Lindsay, Jeanne, Susan H

Review question: What is the risk of brain-central nervous system cancer in patients presenting in

primary care with symptom(s)?
Economic priority: Medium

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with Including:

symptoms of Headache
suspected Nausea and vomiting
cancer* Abnormal gait

Squint

Cancer diagnosis Positive predictive value
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Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
HIV/AIDS

Children and
young people

Visual disturbance
Seizures

Growth failure (failure to
thrive)

Precocious puberty
Personality change
Imbalance

Polyuria

Delayed puberty
Fatigue

Impaired higher
functioning: (concentration,
memory loss, distraction,
behavioural change, co-
ordination, speech
difficulty)

Parental concern

Sleep disturbance
Hearing loss

pallor

Confusion

Pupil irregularity
Bulging fontanelle

No red reflex
Weakness

Abnormal neurological
examination

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction

Suspected Cancer: Appendix H (November 2014)

Page 86 of 115






[ERN

oONO UL W

DRAFT FOR CONSULTATION

Bone

Brain
confusion

headache
imbalance

lethargy/hyper-

seizures

bone or skeletal pain
pathological fracture
pain at multiple sites

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below
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BRAIN & CNS

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for brain & CNS cancer

Guideline subgroup members: Lindsay, Jeanne, Susan H

Review question: Which investigations of symptoms of suspected brain and CNS should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients CT Histology/folLow up Sensitivity
presenting to MRI Specificity

primary care with
symptoms of
suspected brain
and CNS

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.
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Collaboration handbook).

Note any changes to the protocol or other considerations below
LEUKAEMIA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.
Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Liliana, Jeanne, Susan H

Review question: What is the risk of leukaemia in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:

Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer

Ethnicity
Alcohol exposure
Immuno-
suppression
Occupation
Genetic
conditions
(Down's
syndrome)
Autoimmune
conditions such
as rheumatoid
arthritis,
autoimmune
haemolytic
anaemia and
ulcerative colitis,
HIV/AIDS may be

Including:

Fever,

tiredness,

weight loss,

dizzy,

non-specific aches, bone
tenderness,

joint pain,

muscle pain,
lymphadenopathy,
bruising,

bleeding,

nausea,

vomiting,

diffuse abdominal pain,
hepatosplenomegaly,
headache,

isolated cranial nerve
palsies,

skin rash,
non-blanching
erythematous papules,
stridor,

wheezing,

pericardial effusions,
superior vena cava
syndrome,

anaemia,

fatigue,

dyspnoea (exertional),
palpitations,

angina,

claudication

Cancer diagnosis

Positive predictive value
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due to actual
condition or the
medicines taken
for the condition
that increases
risk

Children and
young people

thrombocytopenia,
epistaxis,

gingival haemorrhage,
menorrhagia,

cutaneous petechiae,
haemorrhage
(gastrointestinal ,urinary,
intracranial retinal),
hyperviscosity,

hypoxia,

respiratory failure,
seizures,

confusion,

coma,

visual disturbances,
priapism,
hyperleukocytosis,
convulsion,

fits,

focal neurology

gum hypertrophy,
stomatitis,

soft tissue masses,
testicular involvement
(include painless,
asymmetric enlargement)
neutropaenia,

infections (bacterial or
fungal of teeth and
oropharynx, sinuses, lung,
skin, perineum and bowel)

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases

Chest
chest wall or rib pain
cough
dyspnoea/shortness of

breath

haemoptysis
hoarseness

Liver
abdominal distension
abdominal pain
Hepatomegaly
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jaundice

tests
vomiting

Bone

Brain
confusion

headache
imbalance

lethargy/hyper-

seizures

abnormal liver function

bowel obstruction
bone or skeletal pain

pathological fracture
pain at multiple sites

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
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Collaboration handbook). positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

LEUKAEMIA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for leukaemia

Guideline subgroup members: Liliana, Jeanne, Susan H

Review question: Which investigations of symptoms of suspected leukaemia should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients White blood cell count Histology/folLow up Sensitivity

presenting to Specificity

primary care with Positive predictive value

symptoms of False negative rate

suspected
leukaemia

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the 1980
search

Are there any study design filters to Primary care data only
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

What data will we extract (what For each included study the folLowing characteristics will be
columns will we included in our extracted: Study design, inclusion/exclusion criteria, setting,
evidence table) and how will we patient characteristics (number, age, gender, country, any other
analyse the results? relevant characteristics reported such as relevant history or
Which quality checklist will we use for | comorbidities), index and reference test characteristics and any
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appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations belLow

LIVER

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for liver cancer

Guideline subgroup members: Sue B, Stuart, David

Review question: Which investigations of symptoms of suspected liver cancer should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Ultrasound Histology/folLow up Sensitivity
presenting to CT Specificity

MRI

primary care with :
Alpha Feta Protein

symptoms of
suspected liver
cancer

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
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The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or II) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

MYELOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Liliana, Yoryos, Lindsay

Review question: What is the risk of myeloma in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Race
Radiation
exposure

Including:

Abnormal bleeding
(including, haemoptysis,
haematuria,
gastrointestinal and
vaginal bleeding)
Appetite loss

Bruising

Ankle swelling

Malaise

Polyuria

Thirst

Bone or skeletal pain
Chest wall or rib pain
Confusion

Constipation

Dyspnoea

Epigastric pain (including
dyspepsia)

Fatigue

Focal neurological signs
Spinal cord compression
Infections suggesting

Cancer diagnosis

Positive predictive value
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Immunocompromise
Lower urinary tract
symptoms

Lumps (including breast,
neck, abdominal, bony
and soft-tissue masses,
unexplained
lymphadenopathy)
Pain at multiple sites
Pathological fracture
Shortness of breath
Thromboembolism
Vomiting

Weight loss

Anaemia

Abnormal

liver function tests
Hypercalcaemia
Raised levels of
inflammatory markers
Thrombocytosis.

Back pain

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained
lymphadenopathy or
other mass

Symptoms of metastases
Chest
chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
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confusion

headache
imbalance

lethargy/hyper-

seizures

focal neurological signs

personality disturbance

somnolence
visual disturbance

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or 1l) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

MYELOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer
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Review Protocol for: Primary care tests for myeloma

Guideline subgroup members: Liliana, Yoryos, Lindsay

Review question: Which investigations of symptoms of suspected myeloma should be done with
clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Paraprotein/serum Histology/folLow up Sensitivity
presenting to Electrophoresis / Specificity

primary care with

symptoms of t:;g

suspected Viscosity

myeloma Calcium
X-ray

Bence-Jones protein (urine

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No
The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below
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NON-HODGKIN LYMPHOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Stuart, Liliana, Lindsay

Review question: What is the risk of lymphoma in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison

Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression
Treatment,
Race
HIV/AIDS
Rheumatoid
arthritis

Children and
young people

Including:

Lumps

Swollen glands
Sweats
Breathlessness
Cough

Weight loss

Itch

Fatigue

Skin rash

Alcohol induced pain
Feeling of weakness
Abnormal bruising
Anaemia

Fever

Abdominal pain
Appetite loss
Infection suggesting
immunocompromise
Pathological fracture
Abnormal Ift

Raised levels of
inflammatory markers
Pallor

Generic list

fatigue

appetite loss

weight loss

thromboembolism

raised levels of
inflammatory
markers

anemia

thrombocytosis

hypercalcemia

unexplained

lymphadenopathy or

other mass

Symptoms of metastases

Chest

Cancer diagnosis

Positive predictive value
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chest wall or rib pain
cough
dyspnoea/shortness of
breath
haemoptysis
hoarseness
Liver
abdominal distension
abdominal pain
Hepatomegaly
jaundice
abnormal liver function
tests
vomiting
bowel obstruction
Bone
bone or skeletal pain
pathological fracture
pain at multiple sites
Brain
confusion
focal neurological signs
headache
imbalance
personality disturbance
lethargy/hyper-
somnolence
visual disturbance
seizures

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.qg., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
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What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or II) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

NON-HODGKINS LYMPHOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for non-Hodgkin’s lymphoma

Guideline subgroup members: Stuart, Liliana, Lindsay

Review question: Which investigations of symptoms of suspected Non Hodgkins lymphoma cancer
should be done with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Chest X-Ray Histology/folLow up Sensitivity

presenting to CT scan Specificity

primary care with ultrasound Positive predictive value
LDH False negative rate

symptoms of
suspected non-
hodgkins
lymphoma

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

HODGKIN’S LYMPHOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Stuart, Liliana, Lindsay

Review question: What is the risk of Hodgkin’s lymphoma in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with
symptoms of
suspected cancer

suspected cancer

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

Signs and symptoms of

Cancer diagnosis Positive predictive value
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Children and
young people

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

HODGKIN’S LYMPHOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests

for Hodgkin’s lymphoma

Guideline subgroup members: Stuart, Liliana, Lindsay

Review question: Which investigations of symptoms of suspected Hodgkins lymphoma should be
done with clinical responsibility retained by primary care?
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Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes

ion

Patients Chest X-Ray Histology/folLow up Sensitivity

presenting to CT scan Specificity

primary care with ultrasound Positive pre_dictive value
LDH False negative rate

symptoms of
suspected
hodgkins
lymphoa

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

BONE SARCOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?
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Guideline subgroup members: Susan H, Euan, Nicki

Review question: What is the risk of bone sarcoma in patients presenting in primary care with

symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat
ion

Sign/symptom*

Comparison Outcomes

Patients with
symptoms of
suspected
cancer*

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

Signs and symptoms

Cancer diagnosis Positive predictive value

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,

study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
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What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

BONE SARCOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for bone sarcoma

Guideline subgroup members: Susan Hay, Euan, Nicki

Review question: Which investigations of symptoms of suspected bone sarcoma should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients X-ray Histology/folLow up Sensitivity
presenting to Calcium Specificity

primary care with
symptoms of
suspected bone
sarcoma

Alkaline phosphatase

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any
other relevant characteristics reported such as relevant history
or comorbidities), index and reference test characteristics and
any other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will
be meta-analysed, if feasible, to provide a summary estimate
of the sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

SOFT TISSUE SARCOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Susan H, Euan, Nicki

Review question: What is the risk of soft tissue sarcoma in patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Patients with
symptoms of
suspected cancer

suspected cancer

Subgroups:
Age

Sex

Smoking
Familial
syndromes
Deprivation
Obesity

Past history of
cancer
Ethnicity
Alcohol exposure
Immuno-
suppression

Signs and symptoms of

Cancer diagnosis Positive predictive value
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How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
What data will we extract (what For each included study the following characteristics will be
columns will we included in our extracted: Study design, inclusion/exclusion criteria, setting,
evidence table) and how will we patient characteristics (humber, age, gender, country, any other
analyse the results? relevant characteristics reported such as relevant history or
Which quality checklist will we use for | comorbidities), definition of symptom, method of verification of
appraisal? (Normally checklists from diagnosis and any other relevant details reported in the studies.
the NICE manual — but irrelevant items | The risk of different biases associated with the included studies
could be omitted). will be assessed using the QUADAS (I or Il) tool for each of the
List subgroups here and planned included studies.
statistical analyses.(Recognised For each reported symptom the 2-by-2 table (consisting of the
approaches to meta-analysis should number of true/false positives/negatives) will be extracted.
be used, as described in the manual If more than one study report a given symptom, the results will
from the NHS Centre for Reviews and | be meta-analysed, if feasible, to provide a summary estimate
Dissemination, and the Cochrane indicating the risk of cancer associated with each symptom. The
Collaboration handbook). positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

SOFT TISSUE SARCOMA
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for soft tissue sarcoma

Guideline subgroup members: Susan H, Euan, Nicki

Review question: Which investigations of symptoms of suspected soft tissue sarcoma should be
done with clinical responsibility retained by primary care?

Economic priority: Low
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Question in PICO format

Patients/populat | Test Comparison Outcomes
ion
Patients Ultrasound Histology/folLow up Sensitivity

presenting to
primary care with
symptoms of
suspected soft
tissue sarcoma

Specificity
Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

NEUROBLASTOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Susan H, Jeanne

Review question: What is the risk of neuroblastoma in child patients presenting in primary care with

symptom(s)?
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Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Child patients
with symptoms of
suspected cancer

suspected cancer

Any subgroups
reported

Signs and symptoms of

Cancer diagnosis Positive predictive value

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.qg.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (humber, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below
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NEUROBLASTOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for neuroblastoma

Guideline subgroup members: Susan H, Jeanne

Review question: Which investigations of symptoms of suspected neuroblastoma should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected
neuroblastoma

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any
other relevant characteristics reported such as relevant history
or comorbidities), index and reference test characteristics and
any other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will
be meta-analysed, if feasible, to provide a summary estimate
of the sensitivity and specificity of the index test.
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Collaboration handbook).

Note any changes to the protocol or other considerations below

RETINOBLASTOMA
GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with
symptom(s)?

Guideline subgroup members: Susan H, Jeanne

Review question: What is the risk of retinoblastoma in child patients presenting in primary care with
symptom(s)?

Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom* Comparison Outcomes
ion
Child patients Signs and symptoms of Cancer diagnosis Positive predictive value

with symptoms of | suspected cancer
suspected cancer

Any subgroups
reported

How the information will be searched

Sources to be searched Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search 1980 onwards

Are there any study design filters to be Primary care data only
used (RCT, systematic review, diagnostic
test). Primary care data only?

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we
could extrapolate? No

The review strategy

Criteria for considering studies (e.g., Diagnostic accuracy studies treating a symptom as a positive
study design) test. These studies will either be of a series of patients

presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.
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What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

RETINOBLASTOMA

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for retinoblastoma

Guideline subgroup members: Susan H, Jeanne

Review question: Which investigations of symptoms of suspected retinoblastoma should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected
retinoblastoma

Positive predictive value
False negative rate

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below

WILM’S TUMOUR

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: What is the risk of cancer in patients presenting in primary care with

symptom(s)?

Guideline subgroup members: Susan H, Liliana

Review question: What is the risk of neuroblastoma in child patients presenting in primary care with

symptom(s)?
Economic priority: LOW

Question in PICO format

Patients/populat | Sign/symptom*
ion

Comparison Outcomes

Child patients
with symptoms of
suspected cancer

suspected cancer

Any subgroups
reported

Signs and symptoms of

Cancer diagnosis Positive predictive value

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline,
pre-medline, web of science, Cochrane library.
Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the search

1980 onwards

Are there any study design filters to be
used (RCT, systematic review, diagnostic

test). Primary care data only?

Primary care data only

List useful search terms.
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If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

Criteria for considering studies (e.g.,
study design)

Diagnostic accuracy studies treating a symptom as a positive
test. These studies will either be of a series of patients
presenting to primary care with symptom X for whom follow up
data is available detailing whether the symptom was of benign
or malignant origin (prospective or retrospective), or diagnostic
case-control studies where cases are patients with the target
cancer and controls are (matched) patients without the target
cancer that report the prevalence of symptom X in both patient
groups. That is, in both these study types the patients will have
symptom X.

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the following characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), definition of symptom, method of verification of
diagnosis and any other relevant details reported in the studies.
The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each reported symptom the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report a given symptom, the results will
be meta-analysed, if feasible, to provide a summary estimate
indicating the risk of cancer associated with each symptom. The
positive predictive value will form the basis of the risk estimate.

Note any changes to the protocol or other considerations below

WILM’S TUMOUR

GDG subgroup lead fills in highlighted areas, NCCC staff all other area.

Guideline Title GP referral for suspected cancer

Review Protocol for: Primary care tests for Wilm’s tumour

Guideline subgroup members: Susan H, Liliana

Review question: Which investigations of symptoms of suspected Wilm’s tumour should be done
with clinical responsibility retained by primary care?

Economic priority: Low

Question in PICO format

Patients/populat | Test Comparison Outcomes
ion

Patients Histology/folLow up Sensitivity
presenting to Specificity

primary care with
symptoms of
suspected Wilms

Positive predictive value
False negative rate
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tumour

How the information will be searched

Sources to be searched

Core databases to be searched: EMBASE, medline, pre-
medline, web of science, Cochrane library.

Specialist databases to be searched if appropriate:
CINAHL, BNI, psychinfo, AMED.

Can we apply date limits to the
search

1980

Are there any study design filters to
be used (RCT, systematic review,
diagnostic test). Primary care data
only?

Primary care data only

List useful search terms.

If we know before the literature search there is unlikely to be any evidence for the population or
intervention is there a similar population or intervention (with high quality evidence) from which we

could extrapolate? No

The review strategy

What data will we extract (what
columns will we included in our
evidence table) and how will we
analyse the results?

Which quality checklist will we use for
appraisal? (Normally checklists from
the NICE manual — but irrelevant items
could be omitted).

List subgroups here and planned
statistical analyses.(Recognised
approaches to meta-analysis should
be used, as described in the manual
from the NHS Centre for Reviews and
Dissemination, and the Cochrane
Collaboration handbook).

For each included study the folLowing characteristics will be
extracted: Study design, inclusion/exclusion criteria, setting,
patient characteristics (number, age, gender, country, any other
relevant characteristics reported such as relevant history or
comorbidities), index and reference test characteristics and any
other relevant details reported in the studies.

The risk of different biases associated with the included studies
will be assessed using the QUADAS (I or Il) tool for each of the
included studies.

For each included study the 2-by-2 table (consisting of the
number of true/false positives/negatives) will be extracted.

If more than one study report on the index test, the results will be
meta-analysed, if feasible, to provide a summary estimate of the
sensitivity and specificity of the index test.

Note any changes to the protocol or other considerations below
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Update of clinical guideline 27

Appendix I: Health economics excluded papers list
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This document contains the list of health economic papers that were excluded during the
update of NICE clinical guideline 27 (published June 2005).

This list has been included as part of this update and is highlighted in peach. You are invited
to comment on the highlighted text only. Appendix J contains content from the 2005
Evidence Review which is being deleted as it has been updated.

The original NICE guideline and supporting documents are available from
http://www.nice.org.uk/guidance/CG27
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Bladder and renal

S. S. Garfield, M. B. Gavaghan, S. O. Armstrong, and J. S. Jones. The cost-effectiveness of
blue light cystoscopy in bladder cancer detection: United States projections based on clinical
data showing 4.5 years of follow up after a single hexaminolevulinate hydrochloride
instillation. Canadian Journal of Urology 20 (2):6682-6689, 2013.

Reason: Not relevant to guideline as a hon-primary care setting is considered

B. A. Gayed, C. Seideman, and Y. Lotan. Cost-effectiveness of fluorescence in situ
hybridization in patients with atypical cytology for the detection of urothelial carcinoma.
J.Urol. 190 (4):1181-1186, 2013.

Reason: Not cost-utility analysis

Y. Tian, R. Wazir, and K. Wang. Re: Cost-effectiveness of fluorescence in situ hybridization
in patients with atypical cytology for the detection of urothelial carcinoma: B. A. Gayed, C.
Seideman and Y. Lotan J Urol 2013; 190: 1181-1186. J.Urol. 191 (5):1472, 2014.

Reason: Response to article by Gayed et al. Not cost-utility analysis

Brain and CNS

S. F. Ahsan, M. N. Syamal, K. Yaremchuk, E. Peterson, and M. Seidman. The costs and
utility of imaging in evaluating dizzy patients in the emergency room. Laryngoscope 123
(9):2250-2253, 2013.

Reason: Not cost-utility analysis

J. R. Decker, E. K. Meen, R. C. Kern, and R. K. Chandra. Cost effectiveness of magnetic
resonance imaging in the workup of the dysosmia patient. International Forum of Allergy &
Rhinology 3 (1):56-61, 2013.

Reason: Not cost-utility analysis

Heinzel, A et al. Cost-effectiveness analysis of FET PET-guided target selection for the
diagnosis of gliomas. European Journal of Nuclear Medicine & Molecular Imaging 2012;
39(7): 1089-1096.

Reason: Not cost-utility analysis

Heinzel, A et al. Cost-effectiveness analysis of amino acid PET-guided surgery for
supratentorial high-grade gliomas. Journal of Nuclear Medicine 2012; 53(4): 552-558.

Reason: Does not match decision problem in the guideline

Medina, LS. When is neuroimaging appropriate in children with headaches? Pediatric
Radiology 2011; 41: S135

Reason: Not cost-effectiveness analysis

Smartt, P. Magnetic resonance spectroscopy for the initial diagnosis and staging of prostate,
brain, breast and other cancers: horizon scanning report (Structured abstract). Health
Technology Assessment.Database. 2009;(2)

Reason: Abstract only
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Cervical cancer

Becker, S and Henes, M. Diagnosis and primary therapy of cervical cancer. [German].
Gynakologe 2012; 45(5): 391-405.

Reason: Non-English language study

Hughes, AA et al. A cost-effectiveness analysis of four management strategies in the
determination and follow-up of atypical squamous cells of undetermined significance.
Diagnostic Cytopathology 2005; 32(2): 125-132.

Reason: Not cost-utillity analysis

Colorectal cancer

Allameh, Z, Davari, M, and Emami, MH. Sensitivity and specificity of colorectal cancer mass
screening methods: A systematic review of the literature. Iranian Journal of Cancer
Prevention 2011; 4(2): 88-105.

Reason: Not cost-effectiveness analysis

Allen, E., C. Nicolaidis, and M. Helfand. "The evaluation of rectal bleeding in adults. A cost-

effectiveness analysis comparing four diagnostic strategies." Journal of General Internal
Medicine 20.1 (2005): 81-90.

Reason: Does not match decision problem as it does not include change in bowel habit as
the main symptom.

Beggs, A. D., et al. "Straight to colonoscopy: the ideal patient pathway for the 2-week
suspected cancer referrals?" Annals of the Royal College of Surgeons of England 93.2
(2011): 114-109.

Reason: Not cost-utility analysis

Bishai, D. M., D. G. Ferris, and M. S. Litaker. "What is the least costly strategy to evaluate
cervical abnormalities in rural women? Comparing telemedicine, local practitioners, and
expert physicians." Medical Decision Making 23.6 (2003): 463-70.

Reason: Not cost-utility analysis

Field, S. "On cancer detection. Early diagnosis could save lives." Health Service Journal
120.6226 (2010): 12-13.

Reason: Not cost-effectiveness analysis

Genden, E. M., et al. "Referral guidelines for suspected cancer of the head and neck.
[Review] [32 refs]." Auris, Nasus, Larynx 33.1 (2006): 1-5.

Reason: Not cost-effectiveness analysis

de Haan, MC et al. Diagnostic value of CT-colonography as compared to colonoscopy in an
asymptomatic screening population: a meta-analysis. European Radiology 2011; 21(8):
1747-1763.

Reason: Not cost-effectiveness analysis
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Hanly, P et al. Cost-effectiveness of computed tomography colonography in colorectal
cancer screening: a systematic review. [Review]. International Journal of Technology
Assessment in Health Care 2012; 28(4): 415-423.

Reason: Review of existing economic papers which were assessed seperately for this
review.

Hassan, C and Pickhardt, PJ. Cost-effectiveness of CT colonography. [Review]. Radiologic
Clinics of North America 2013; 51(1): 89-97.

Reason: Review of existing economic papers which were assessed seperately for this
review.

Haug, U et al. Is fecal occult blood testing more sensitive for left- versus right-sided
colorectal neoplasia? A systematic literature review. [Review]. Expert Review of Molecular
Diagnostics 2011; 11(6): 605-616.

Reason: Not cost-effectiveness analysis

Laheij, R. J. F. Empirical treatment followed by a test-and-treat strategy is more cost-
effective in comparison with prompt endoscopy or radiography in patients with dyspeptic
symptoms: a randomized trial in a primary care setting 633. Family Practice 21(3):238-243.
2004.

Reason: Abstract only

Lansdorp-Vogelaar, |, Knudsen, AB, and Brenner, H. Cost-effectiveness of colorectal cancer
screening. [Review]. Epidemiologic Reviews 2011; 33(1): 88-100.

Reason: Review of existing economic papers which were assessed seperately for this
review

Littlejohn, C et al. Systematic review and meta-analysis of the evidence for flexible
sigmoidoscopy as a screening method for the prevention of colorectal cancer. [Review].
British Journal of Surgery 2012; 99(11): 1488-1500.

Reason: Not cost-effectiveness analysis

Lucidarme, O. Cost-effectiveness modeling of colorectal cancer: computed tomography
colonography vs colonoscopy or fecal occult blood tests. European Journal of Radiology
2012; 81(7):1413-1419

Reason: Not cost-utility analysis

Lyratzopoulos, G., et al. "Variation in number of general practitioner consultations before

hospital referral for cancer: Findings from the 2010 National Cancer Patient Experience
Survey in England." The Lancet Oncology 13.4 (2012): 353-65.

Reason: Not cost-effectiveness analysis

Macleod, U., et al. "Risk factors for delayed presentation and referral of symptomatic cancer:
evidence for common cancers." British Journal of Cancer 101 (2009): Suppl-S101.

Reason: Not cost-effectiveness analysis
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Mansson, J., B. Marklund, and P. Carlsson. "Costs in primary care of investigating
symptoms suspicious of cancer in a defined population.” Scandinavian Journal of Primary
Health Care 24.4 (2006): 243-50.

Reason: Not cost-effectiveness analysis

Ortiz, R., et al. "Effect of early referral to an endocrinologist on efficiency and cost of
evaluation and development of treatment plan in patients with thyroid nodules." Journal of
Clinical Endocrinology & Metabolism 83.11 (1998): 3803-07.

Reason: Not cost-effectiveness analysis

Pickhardt, PJ et al. Colorectal cancer: CT colonography and colonoscopy for detection--
systematic review and meta-analysis. [Review]. Radiology 2011; 259(2): 393-405.

Reason: Not cost-effectiveness analysis

Siminoff, L. A., et al. "Doctor, what's wrong with me? Factors that delay the diagnosis of
colorectal cancer." Patient Education & Counseling 84.3 (2011): 352-58.

Reason: Not cost-effectiveness analysis

Tan, Z-G, Xu, H-N, and Sun, X. Accuracy of computed tomographic colonography for the

detection of polyps and colorectal tumors: A systematic review and Meta-analysis. [Chinese].

Chinese Journal of Cancer Prevention and Treatment 2011; 18(5): 361-366.
Reason: Non-English language study
Endometrial cancer

Bristow, RE et al. Cost-effectiveness of routine vaginal cytology for endometrial cancer
surveillance (Provisional abstract). Gynecologic Oncology 2006; 103(2): 709-713.

Reason: Abstract only

M. C. Breijer, H. C. Doorn, T. J. Clark, K. S. Khan, A. Timmermans, B. W. Mol, and B. C.
Opmeer. Diagnostic strategies for endometrial cancer in women with postmenopausal
bleeding: cost-effectiveness of individualized strategies (Provisional abstract). European
Journal of Obstetrics and Gynecology and Reproductive Biology 163 (1):91-96, 2012.
Reason: Abstract only

Clark, TJ et al. Investigating postmenopausal bleeding for endometrial cancer: cost-

effectiveness of initial diagnostic strategies. BJOG.An International Journal of Obstetrics and

Gynaecology 2006; 113: 502-510.
Reason: Not cost-utility analysis

N. A. M. Cooper, P. M. Barton, M. Breijer, O. Caffrey, B. C. Opmeer, A. Timmermans, B. W.
J. Mol, K. S. Khan, and T. J. Clark. Cost-effectiveness of diagnostic strategies for the

management of abnormal uterine bleeding (heavy menstrual bleeding and post-menopausal

bleeding): A decision analysis. Health Technol.Assess. 18 (24):1-201, 2014.
Reason:Not cost-utility analysis

Lung cancer
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C. Berg. Cost effectiveness of ct screening. Journal of Thoracic Oncology 8:596, 2013.
Reason: Not cost-utility analysis

Caro, JJ, Klittich, WS, and Strauss, G. Could chest X-ray screening for lung cancer be cost-
effective? (Structured abstract). Cancer 2000; 89(11 Supplement S): 2502-2505.

Reason: Abstract only

Chen, Y et al. A novel and cost-effective method for early lung cancer detection in
immunized serum. Asian Pacific Journal of Cancer Prevention: Apjcp 2011; 12(11): 3009-
3012.

Reason: Not cost-effectiveness analysis

Chirikos, TN et al. Screening for lung cancer with CT: a preliminary cost-effectiveness
analysis (Structured abstract). Chest 2002; 121(5): 1507-1514.

Reason: Abstract only

Cipriano, LE et al. Cost-effectiveness of imaging strategies to reduce radiation-induced
cancer risk in Crohn's disease. Inflammatory Bowel Diseases 2012; 18(7): 1240-1248.

Reason: Decision problem does not match topics in the guideline

Goulart, BH et al. Lung cancer screening with low-dose computed tomography: costs,
national expenditures, and cost-effectiveness. [Review]. Journal of the National
Comprehensive Cancer Network 2012; 10(2): 267-275.

Reason: Not cost-utility analysis

Harewood, GC. Economic analysis of combined endoscopic and endobronchial ultrasound in
the evaluation of patients with suspected non-small cell lung cancer. Lung Cancer 2010;
67(3):366-371

Reason: Not cost-utility analysis

C. N. Hurt, K. Roberts, T. K. Rogers, G. O. Griffiths, K. Hood, H. Prout, A. Nelson, J.
Fitzgibbon, A. Barham, E. Thomas-Jones, R. T. Edwards, S. T. Yeo, W. Hamilton, A. Tod,
and R. D. Neal. A feasibility study examining the effect on lung cancer diagnosis of offering a
chest X-ray to higher-risk patients with chest symptoms: Protocol for a randomized
controlled trial. Trials 14 (1), 2013.

Reason: Not cost-effectiveness analysis

Laroche, C et al. Role of computed tomographic scanning of the thorax prior to
bronchoscopy in the investigation of suspected lung cancer (Structured abstract). Thorax
2000; 55(5): 359-363.

Reason: Abstract only

Manser, R et al. Cost-effectiveness analysis of screening for lung cancer with low dose spiral
CT (computed tomography) in the Australian setting (Structured abstract). Lung Cancer
2005; 48(2): 171-185.

Reason: Abstract only
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Mansueto, M et al. Cost-effectiveness analysis in the clinical management of patients with
known or suspected lung cancer: (18F)fluorodeoxyglucose PET and CT comparison
(Provisional abstract). Quarterly.Journal of Nuclear Medicine and Molecular Imaging 2007;
51(3): 224-234.

Reason: Abstract only

Marshall, D et al. Potential cost-effectiveness of one-time screening for lung cancer (LC) in a
high risk cohort (Structured abstract). Lung Cancer 2001; 32(3): 227-236.

Reason: Abstract only

Tsushima, Y, Aoki, J, and Endo, K. Whether and under what conditions FDG-PET might be
cost-effective in evaluating solitary pulmonary nodules depicted on lung cancer screening in
Japan. Nippon Igaku Hoshasen Gakkai Zasshi Nippon acta Radiologica 2003; 63: 390-398.
Reason: Not cost-utility analysis

Tsushima, Y and Endo, K. Analysis models to assess cost effectiveness of the four
strategies for the work-up of solitary pulmonary nodules. Medical Science Monitor 2004;
10(5): MT65-MT72.

Reason: Not cost-utility analysis

Verboom, P. Cost-effectiveness of FDG-PET in staging hon-small cell lung cancer: the plus
study. Eur J Nucl Med Mol Imaging 2003; 30:1444-1449

Reason: Not cost-utility analysis

Wisnivesky, JP et al. The cost-effectiveness of low-dose CT screening for lung cancer:
preliminary results of baseline screening. Chest 2003; 124(2): 614-621.

Reason: Not cost-utility analysis
Melanoma

S. M. Goldsmith. Cost analysis suggests overemphasis on biopsy rate for melanoma
diagnosis. J.Am.Acad.Dermatol. 68 (3):517-519, 2013.

Reason: Not cost-effectiveness analysis

A. R. Kansal, A. J. Shaul, S. Stern, K. Busam, C. A. Doucet, and D. B. Chalfin. Cost-
effectiveness of a FISH assay for the diagnosis of melanoma in the USA. Expert Review of
Pharmacoeconomics and Outcomes Research 13(3):371-380, 2013.

Reason: Clinical setting does not match that covered in the guideline

Myeloma

N. M. Engel-Nitz, B. Eckert, R. Song, P. Koka, E. M. Hulbert, J. McPheeters, and A.
Teitelbaum. Diagnostic testing managed by hematopathology specialty and other
laboratories: costs and patient diagnostic outcomes. BMC Clinical Pathology 14:17, 2014.
Reason: Not cost-utility analysis

Non-Hodgkin’s lymphoma
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M. J. Kubik, A. Mohammadi, and M. Rosa. Diagnostic benefits and cost-effectiveness of on-
site imprint cytology adequacy evaluation of core needle biopsies of bone lesions.
Diagn.Cytopathol. 42 (6):506-513, 2014.

Reason: Not cost-utility analysis

Oesophageal cancer

Rogers, SN, Vedpathak, SV, and Lowe, D. Reasons for delayed presentation in oral and
oropharyngeal cancer: The patients perspective. British Journal of Oral and Maxillofacial
Surgery 2011; 49(5): 349-353.

Reason: Not cost-effectiveness analysis

Vakil, N. Cost of detecting malignant lesions by endoscopy in 2741 primary care dyspeptic
patients without alarm symptoms. Clinical Gastroenterology and Hepatology 2009; 7(7):756-
761

Reason: Not cost-effectiveness analysis

Pancreatic cancer

Beinfeld, MT, Wittenberg, E, and Gazelle, GS. Cost-effectiveness of whole-body CT
screening. Radiology 2005; 234(2): 415-422.

Reason: Not cost-utility analysis

Chen, VK et al. A cost-minimization analysis of alternative strategies in diagnosing
pancreatic cancer (Structured abstract). American.Journal of Gastroenterology 2004; 99(11):
2223-2234.

Reason: Abstract only

O. Ghatnekar, R. Andersson, M. Svensson, U. Persson, U. Ringdahl, P. Zeilon, and C. A.
Borrebaeck. Modelling the benefits of early diagnosis of pancreatic cancer using a biomarker
signature. Int.J.Cancer 133 (10):2392-2397, 2013.

Reason: Clinical setting does not match that covered in the guideline

Rondina, MT et al. A pilot study utilizing whole body 18 F-FDG-PET/CT as a comprehensive
screening strategy for occult malignancy in patients with unprovoked venous
thromboembolism. Thrombosis Research 2012; 129(1): 22-27.

Reason: Not cost-effectiveness analysis

Sartori, M et al. Cost-effectiveness of fluorescence in situ hybridization (FISH) versus routine
cytology (RC) in jaundiced patients with biliary strictures. Digestive and Liver Disease 2012;
44: S179

Reason: Abstract only.

Sonnenberg, A, Rodriguez, SA, and Faigel, DO. Diagnostic ascertainment of suspicious
pancreatic mass: a threshold analysis (Structured abstract). Clinical. Gastroenterology and
Hepatology 2008; 6(10): 1162-1166.

Reason: Abstract only
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Prostate cancer

Bermudez, TC et al. Cost-effectiveness of percent free PSA for prostate cancer detection in
men with a total PSA of 4-10 ng/ml (Provisional abstract). Urologia.Internationalis. 2007;
79(4): 336-344.

Reason: Abstract only

Booth, N. Economic evaluation of population-based PSA screening for prostate cancer
(Project record). Health Technology Assessment Database. 2010;(1)

Reason: Clinical setting does not match that covered in the guideline

Calvert, NW. Effectiveness and cost-effectiveness of prognostic markers in prostate cancer.
British Journal of Cancer 2003; 88(1):31-35

Reason: Clinical setting does not match that covered in the guideline

C. Castelli, J. Blanchet, R. Mathieu, and S. Vincendeau. Cost evaluation of introducing the
prostate health index (PHI) in the management of prostate cancer diagnostic. Biochimica
Clinica 37:S158, 2013.

Reason: Not cost-effectiveness analysis

V. Garg, N. Y. Gu, M. E. Borrego, and D. W. Raisch. A literature review of cost-effectiveness
analyses of prostate-specific antigen test in prostate cancer screening. Expert Review of
Pharmacoeconomics and Outcomes Research 13 (3):327-342, 2013.

Reason: Review of existing economic papers which were assessed seperately for this
review.

R. Jalil, N. Patel, P. Allchorne, J. O'Neil, and J. Green. Prostate cancer: A feasibility study to
perform magnetic resonance imaging before prostate biopsy. J.Urol. 189 (4 SUPPL. 1):e898,
2013.

Reason: Not cost-effectiveness analysis

G. Mowatt, G. Scotland, C. Boachie, M. Cruickshank, J. A. Ford, C. Fraser, L. Kurban, T. B.
Lam, A. R. Padhani, J. Royle, T. W. Scheenen, and E. Tassie. The diagnostic accuracy and
cost-effectiveness of magnetic resonance spectroscopy and enhanced magnetic resonance
imaging techniques in aiding the localisation of prostate abnormalities for biopsy: a
systematic review and economic evaluation. [Review]. Health Technology Assessment
(Winchester, England) 17 (20):vii-xix, 2001.

Reason: Patient population is patients with prior negative biopsy. Not relevant to guideline.

Nichol, MB et al. Cost-effectiveness analysis of a new index for prostate cancer detection.
Value in Health 2011; 14(3): A82

Reason: Abstract only

Nichol, MB et al. Cost-effectiveness of Prostate Health Index for prostate cancer detection.
BJU International 2012; 110(3): 353-362.

Reason: Clinical setting does not match that covered in the guideline (screening)

Suspected Cancer: Appendix G (November 2014) Page 10 of 13





P WN P

10
11
12
13
14
15
16
17
18
19
20
21
22

23
24

25

26
27

28
29
30
31
32
33
34
35

36

DRAFT FOR CONSULTATION

Rooij M. de, S. Crienen, J. A. Witjes, J. O. Barentsz, M. M. Rovers, and J. P. Grutters. Cost-
effectiveness of magnetic resonance (MR) imaging and MR-guided targeted biopsy versus
systematic transrectal ultrasound-guided biopsy in diagnosing prostate cancer: a modelling
study from a health care perspective. Eur.Urol.:epub, 2013.

Reason: Clinical setting does not match that covered in the guideline

Shteynshlyuger, A and Andriole, GL. Cost-effectiveness of prostate specific antigen
screening in the United States: extrapolating from the European study of screening for
prostate cancer. Journal of Urology 2011; 185(3): 828-832.

Reason: Clinical setting does not match that covered in the guideline (screening)
Stadlbauer, A et al. [Health-economic evaluation of magnetic resonance imaging before
biopsy for diagnosis of prostate cancer]. [German]. Rofo: Fortschritte auf dem Gebiete der
Rontgenstrahlen und der Nuklearmedizin 2011; 183(10): 925-932.

Reason: Non-English language study

Stomach cancer

M. Broe, M. Barry, S. Patchett, and A. D. Hill. Evaluating the clinical efficacy and cost
effectiveness of direct access endoscopy. Surgeon Journal of the Royal Colleges of
Surgeons of Edinburgh & Ireland 11 (6):304-308, 2013.

Reason: Not cost-utility analysis

Bustamante, M. Accuracy of the initial endoscopic diagnosis in the discrimination of gastric
ulcers: is endoscopic follow-up study always needed? Journal of Clinical Gastroenterology
2002; 35(1):25-28

Reason: Not cost-effectiveness analysis

Dan, YY, So, JB, and Yeoh, KG. Endoscopic screening for gastric cancer (Structured
abstract). Clinical.Gastroenterology and Hepatology 2006; 4(6): 709-716.

Reason: Abstract only

Gupta, N et al. Endoscopy for upper Gl cancer screening in the general population: a cost-
utility analysis. Gastrointestinal Endoscopy 2011; 74(3): 610-624.

Reason: Clinical setting does not match that covered in the guideline (screening)

Mocellin, S and Pasquali, S. Diagnostic accuracy of endoscopic ultrasonography (EUS) for
the preoperative locoregional staging of primary gastric cancer. Cochrane Database of
Systematic Reviews 2012;

Reason: Not cost-effectiveness analysis

Vakil, N et al. Cost of detecting malignant lesions by endoscopy in 2741 primary care
dyspeptic patients without alarm symptoms (Provisional abstract). Clinical Gastroenterology

and Hepatology 2009; 7(7): 756-761.

Reason: Abstract only
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38

DRAFT FOR CONSULTATION

Yeh, JM. Cost-effectiveness of treatment and endoscopic surveillance of precancerous
lesions to prevent gastric cancer. Cancer 2010; 116:2941_C62953

Reason: Decision problem does not matchany question covered in the guideline
Thyroid cancer

A. S. Can. Cost-effectiveness comparison between palpation- and ultrasound-guided thyroid
fine-needle aspiration biopsies (Provisional abstract). BMC Endocrine Disorders 9:14 (2),
20009.

Reason: Abstract only

A. N. Khalid, C. S. Hollenbeak, S. A. Quraishi, C. Y. Fan, and B. C. Stack. The cost-
effectiveness of iodine 131 scintigraphy, ultrasonography, and fine-needle aspiration biopsy
in the initial diagnosis of solitary thyroid nodules (Structured abstract). Archives.of
Otolaryngology.Head and Neck Surgery 132 (3):244-250, 2006.

Reason: Abstract only

A. N. Khalid, S. A. Quraishi, C. S. Hollenbeak, and B. C. Stack. Fine-needle aspiration
biopsy versus ultrasound-guided fine-needle aspiration biopsy: cost-effectiveness as a
frontline diagnostic modality for solitary thyroid nodules (Structured abstract). Head Neck 30
(8):1035-1039, 2008.

Reason: Abstract only

M. Najafzadeh, C. A. Marra, L. D. Lynd, and S. M. Wiseman. Cost-effectiveness of using a
molecular diagnostic test to improve preoperative diagnosis of thyroid cancer. Value in
Health 15 (8):1005-1013, 2012.

Reason: Clinical setting does not match that covered in the guideline

D. Vriens, E. M. M. Adang, R. T. Netea-Maier, J. W. A. Smit, J. H. W. De Wilt, W. J. G.
Oyen, and L. De Geus-Oei. Cost-effectiveness of FDG-PET/CT for cytologically
indeterminate thyroid nodule. European Journal of Nuclear Medicine and Molecular Imaging
40:S239-S240, 2013.

Reason: Clinical setting does not match that covered in the guideline

A. Wale, K. Miles, B. Young, C. Zammit, A. Williams, J. Quin, and S. Dizdarevic. Accuracy
and potential cost-effectiveness of 99mTc-Methoxyisobutylisonitrile (MIBI) scintigraphy for
the assessment of thyroid nodules in the context of the British Thyroid Association (BTA)
guidelines. Nucl.Med.Commun. 32 (5):435-436, 2011.

Reason: Clinical setting does not match that covered in the guideline

A. Wale, K. A. Miles, B. Young, C. Zammit, A. Williams, J. Quin, and S. Dizdarevic.
Combined (99m)Tc-methoxyisobutylisonitrile scintigraphy and fine-needle aspiration
cytology offers an accurate and potentially cost-effective investigative strategy for the
assessment of solitary or dominant thyroid nodules. European Journal of Nuclear Medicine &
Molecular Imaging 41 (1):105-115, 2014.

Reason: Not cost-utility analysis
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K. Zanocco, L. Pitelka-Zengou, S. Dalal, D. Elaraj, R. Nayar, and C. Sturgeon. Routine on-
site evaluation of specimen adequacy during initial ultrasound-guided fine needle aspiration
of thyroid nodules: A cost-effectiveness analysis. Ann.Surg.Oncol. 20 (8):2462-2467, 2013.

Reason: Clinical setting does not match that covered in the guideline
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