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This document is an update of the Evidence Review which accompanies 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 evidence which has been included as part of this update is highlighted
in peach. You are invited to comment on this evidence 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

Review question:

What are the information needs of: 1) patients who are referred for suspected cancer and their
carers/families, and 2) patients who are being monitored (for suspected cancer) in primary care and
their carers/families?

Results

Literature search

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 1980-2013 874 0 09/09/2013
Library

Psychinfo 1980-2013 133 3 09/09/2013
Web of Science 1980-2013 38 0 09/09/2013
(SCI & SSCI)

and ISl

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
found retrieved search

Medline 2013- 70 24 27/082014
27/082014

Premedline 2013- 89 22 27/082014
27/082014

Embase 2013- 125 31 27/082014
27/082014

Cochrane Library 2013- 279 1 27/082014
27/082014

Psychinfo 2013- 22 7 27/082014
27/082014

Web of Science (SCI & 2013- 4 1 27/082014

SSCI) and ISl Proceedings | 27/082014

Total References retrieved (after de-duplication): 56
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database searching: M = 198 through other sources: N =4

# of records identified through ‘

# of additional records identified ‘

| |
!

‘# of recards screened: N = 202 ‘4.{# of records excluded: N = 170

# of full-text articles excluded,

with reasons: MW = 32 (Narrative
review. M =7, Nat in PICO: N =
¥ 23; Duplicate: 1; Cannot be

‘# of full-text articles assessed for eligibility, N = 32 ‘ located: N =1)

¥

‘# of studies included in qualitative synthesis: N =0

¥

‘# of studies included in gquantitative synthesis (meta-analysis): N =0 ‘

Study results

No evidence was found pertaining to the information needs of primary care patients who are
referred for suspected cancer and their carers/families, or of patients who are being monitored (for
suspected cancer) in primary care and their carers/families.

References

Included studies
None

Excluded studies (with reason)

(2005) Information from your family doctor. Early prostate cancer: what you should know. American
Family Physician, 71: 1929-1930.
Information leaflet, not study data

(2007). Cancer Tales: Communicating in Cancer . Haymarket Medical Publications .
Not in PICO which is about information, not communication as such, and about what information
patients/carers/families want/need or don't want/need during referral and monitoring.

PATIENT PARTICIPATION Cancer Care Focus Group at Caen Medical Centre. 2013.
Not in PICO

Why have | been referred urgently to the hospital. 2013.
Information, not study data

Abdolmohammadi, A., Sears, W., Rai, S., Pan, J., Alexander, J. & Kloecker, G. (2014) - Survey of
primary care physicians on therapeutic approaches to lung and breast cancers. - Southern
Medical Journal, 107: 437-442.
Not in PICO
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Not in PICO

Albert, U. S., Schulz, K. D., Alt, D., Beck, V., Doherty, J., Holsteg, K., Kalbheim, E., Muller, J., Nass-
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Gynakologie, 125: 484-493.

Not in PICO

Altman, D. G. (1985) Utilization of a telephone cancer information program by symptomatic people.

Journal of Community Health, 10: 156-171.
Not in PICO

Anglia Cancer Network . Patient Information Prescriptions Strategy 2012-2013. 2012.
Information, not study data
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Communication and decision making in cancer care: setting research priorities for decision
support/patients' decision aids. Medical Decision Making, 27: 626-634.

Not in PICO

Bashari, D. R., Sharma, R., Wijeyakuhan, N., Butt, S., Frankenthaler, M., Akerman, M., Kline, M.,
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oncologists in initiating advance directives in older adults: When is the optimal time? Journal of
the American Geriatrics Society, 61: S55-S56.

Not in PICO

Bergholdt, S. H., Hansen, D. G., Larsen, P. V., Kragstrup, J. & Sondergaard, J. (2013) - A randomised
controlled trial to improve the role of the general practitioner in cancer rehabilitation: effect on
patients' satisfaction with their general practitioners. - BMJ Open, 3.

Not in PICO

Bergholdt, S. H., Hansen, D. G., Larsen, P. V., Kragstrup, J. & Sondergaard, J. (2013) A randomised
controlled trial to improve the role of the general practitioner in cancer rehabilitation: Effect on
patients' satisfaction with their general practitioners. BMJ Open, 3.

Not in PICO

Blumenthal-Barby, J. S., Cantor, S. B., Russell, H. V., Naik, A. D. & Volk, R. J. (2013) - Decision aids:

when 'nudging' patients to make a particular choice is more ethical than balanced, nondirective
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SAFETY-NETTING

Review question:

What safety-netting strategies are effective in primary care for patients being monitored for

suspected cancer?

Results

Literature search

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 1980-2013 567 8 04/07/2013
(SCI & SSCI) and
ISI Proceedings
Websites, Cancer 12 08/07/2013
networks

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- 49 5 27/08/2014
27/08/2014

Premedline 2013- 67 5 27/08/2014
27/08/2014

Embase 2013- 98 10 27/08/2014
27/08/2014

Cochrane Library 2013- 4 0 27/08/2014
27/08/2014

Psychinfo 2013- 13 3 27/08/2014
27/08/2014

Web of Science (SCI & 2013- 132 24 27/08/2014

SSCI) and ISl Proceedings | 27/08/2014

Websites, Cancer 7 27/08/2014

networks

Total References retrieved (after de-duplication): 35
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database searching: N = 120 through other sources: N =0

# of records identified through ‘

# of additional records identified ‘

| |
!

‘# of records screened: N = 120 ‘4.{# of records excluded: N =113

# of full-text articles excluded,
L1 with reasons: N = 7 (Narrative
‘# of full-text arficles assessed for eligibility: N =7 ‘ review: M =2; Notin PICO: N = 5)

¥

‘# of studies included in qualitative synthesis: N =0 ‘

¥

‘# of studies included in quantitative synthesis (meta-analysis): N =0 ‘

Study results
No evidence was found pertaining to the effectiveness of any safety-netting strategies in primary
care for patients being monitored for suspected cancer.

References

Included studies
None

Excluded studies (with reason)
Pancreatic UK's Early Diagnosis Summit. 2012.
Not in PICO
http://www.phc.ox.ac.uk/research/crg/primary-care-cancer-diagnostics/safety-netting-to-improve-
early-diagnosis-in-primary-care. 2014.
Narrative review/guideline
http://www.angcn.nhs.uk/primary-care/awareness-and-early-diagnosis-primary-care-pack/safety-
netting.aspx. 2014.
Narrative review/guideline
http://www.ncbi.nlm.nih.gov/pubmed/23818159. 2014.
Not in PICO
http://cancer.northwestern.edu/press releases/auto.cfm?fn=safetynet. 2014.
Not in PICO
http://what-when-how.com/cancer-disparities/partnering-with-safety-net-primary-care-clinics-a-
model-to-enhance-screening-in-low-income-populationsprinciples-challenges-and-key-lessons-
cancer-disparities-part-2/. 2014.
Not in PICO
Ahrensberg, J. M., Olesen, F., Hansen, R. P., Schroder, H. & Vedsted, P. (2013) Childhood cancer and
factors related to prolonged diagnostic intervals: a Danish population-based study. British Journal
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Narrative review

Peninsula Cancer Network . Safety-netting guidance for general practice ClearonCancer. 2012.
Narrative review/guideline

Pingali, S. R., Jewell, S. W., Havlat, L., Bast, M. A., Thompson, J. R., Eastwood, D. C., Bartlett, N. L.,
Armitage, J. 0., Wagner-Johnston, N. D., Vose, J. M. & Fenske, T. S. (2014) Limited Utility of
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Remission. Cancer, 120: 2122-2129.
Not in PICO

Puglisi, F., Fontanella, C., Numico, G., Sini, V., Evangelista, L., Monetti, F., Gori, S. & Del, M. L. (2014)
Follow-up of patients with early breast cancer: Is it time to rewrite the story? Critical Reviews in
Oncology/Hematology, 91: 130-141.
Not in PICO
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Raje, D., Mukhtar, H., Oshowo, A. & Ingham, C. C. (2007) What proportion of patients referred to
secondary care with iron deficiency anemia have colon cancer? Diseases of the Colon & Rectum,
50:1211-1214.

Not in PICO

Ray, P. & Kaul, V. (2008) Prevalence of high-grade squamous intraepithelial neoplasia (HiSIL) in
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Gynecology & Obstetrics, 277: 501-504.

Not in PICO

Reid, B. C. & Rozier, R. G. (2006) Continuity of care and early diagnosis of head and neck cancer. Oral
Oncology, 42: 510-516.

Not in PICO

Renton, J. P., Twelves, C. J. & Yuille, F. A. (2002) Follow-up in women with breast cancer: the
patients' perspective. Breast, 11: 257-261.

Not in PICO

Rojas, M. P., Telaro, E., Russo, A., Fossati, R., Confalonieri, C. & Liberati, A. (2000) Follow-up
strategies for women treated for early breast cancer. [Review] [22 refs][Update in Cochrane
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Reviews.(4):CD001768, 2000., CD001768.

Not in PICO

Roorda, C., Berendsen, A. J., Groenhof, F., van der Meer, K. & de Bock, G. H. (2013) - Increased
primary healthcare utilisation among women with a history of breast cancer. - Supportive Care in
Cancer, 21:941-949.

Not in PICO

Roorda, C., Berendsen, A. J., Groenhof, F., van der Meer, K. & de Bock, G. H. (2013) Increased
primary healthcare utilisation among women with a history of breast cancer. Supportive Care in
Cancer, 21:941-949.

Not in PICO

Sabatino, S. A., Thompson, T. D., Smith, J. L., Rowland, J. H., Forsythe, L. P., Pollack, L. & Hawkins, N.
A. (2013) Receipt of cancer treatment summaries and follow-up instructions among adult cancer
survivors: results from a national survey. Journal of Cancer Survivorship-Research and Practice, 7:
32-43.

Not in PICO

Shaw, A. G., Simpson, J., Tierney, G., Goddard, A. F., Reynolds, J. R. & Lund, J. N. (2008) Referral of
patients with iron deficiency anaemia under the lower gastrointestinal two-week wait rule.
Colorectal Disease, 10: 294-297.

Not in PICO
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Journal of the National Comprehensive Cancer Network, 11: 1298-1302.

Not in PICO

Simon, M. S., Hoff, M., Hussein, M., Martino, S. & Walt, A. (1993) An evaluation of clinical follow-up
in women with early stage breast cancer among physician members of the American Society of
Clinical Oncology. Breast Cancer Research & Treatment, 27: 211-219.

Not in PICO

Skolarus, T. A., Wolf, A. M. D., Erb, N. L., Brooks, D. D., Rivers, B. M., Underwood, W., Salner, A. L.,
Zelefsky, M. J., Aragon-Ching, J. B., Slovin, S. F., Wittmann, D. A., Hoyt, M. A., Sinibaldi, V. J.,
Chodak, G., Pratt-Chapman, M. L. & Cowens-Alvarado, R. L. (2014) American Cancer Society
Prostate Cancer Survivorship Care Guidelines. Ca-A Cancer Journal for Clinicians, 64: 226-249.
Not in PICO

Smith, I. E. & Schiavon, G. (2013) - Follow-up tests to detect recurrent disease: patient's reassurance
or medical need?. [Review]. - Breast, 22 Suppl 2: S156-S160.

Not in PICO
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Stapley, S., Sharp, D. & Hamilton, W. (2006) Negative chest X-rays in primary care patients with lung
cancer. British Journal of General Practice, 56: 570-573.
Not in PICO

Taggart, F., Donnelly, P. & Dunn, J. (2012) Options for early breast cancer follow-up in primary and
secondary care - a systematic review. BMC Cancer, 12: 238.
Not in PICO

Thompson, J., Coleman, R., Colwell, B., Freeman, J., Greenfield, D., Holmes, K., Mathers, N. & Reed,
M. (2014) - Preparing breast cancer patients for survivorship (PREP) - a pilot study of a patient-
centred supportive group visit intervention. - European Journal of Oncology Nursing, 18: 10-16.
Not in PICO

Thygesen, M. K., Pedersen, B. D., Kragstrup, J., Wagner, L. & Mogensen, O. (2012) Gynecological
cancer patients' differentiated use of help from a nurse navigator: a qualitative study. BMC
Health Services Research, 12: 168.
Not in PICO

Tonini, G. P., Nakagawara, A. & Berthold, F. (2012) Towards a turning point of neuroblastoma
therapy. [Review]. Cancer Letters, 326: 128-134.
Not in PICO

van Wayenburg, C. A., Rasmussen-Conrad, E. L., van den Berg, M. G., Merkx, M. A., van Staveren, W.
A., van, W. C. & van Binsbergen, J. J. (2010) Weight loss in head and neck cancer patients little
noticed in general practice. Journal of Primary Health Care, 2: 16-21.
Not in PICO

van, H. M., van den Akker, M. E., van de Velde, C. J., Scholten, A. N. & Hille, E. T. (2012) Costs of
different follow-up strategies in early breast cancer: a review of the literature. [Review]. Breast,
21: 693-700.
Not in PICO

Vrooman, O. P. & Witjes, J. A. (2010) Follow-up of patients after curative bladder cancer treatment:
guidelines vs. practice. Current Opinion in Urology, 20: 437-442.
Not in PICO

Weight, C. J., Kim, S. P., Jacobson, D. J., McGree, M. E., Boorjian, S. A., Thompson, R. H., Leibovich, B.
C., Karnes, R. J. & St, S. J. (2013) The effect of benign lower urinary tract symptoms on
subsequent prostate cancer testing and diagnosis. European Urology, 63: 1021-1027.
Not in PICO for safetynetting or prostate cancer

Wilson, K., Lydon, A. & Amir, Z. (2013) - Follow-up care in cancer: adjusting for referral targets and
extending choice. - Health Expectations, 16: 56-68.
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Wilson, K., Lydon, A. & Amir, Z. (2013) Follow-up care in cancer: adjusting for referral targets and
extending choice. Health Expectations, 16: 56-68.
Not in PICO for safety netting

Wirtz, H. S., Boudreau, D. M., Gralow, J. R., Barlow, W. E., Gray, S., Bowles, E. J. & Buist, D. S. (2014) -
Factors associated with long-term adherence to annual surveillance mammography among breast
cancer survivors. - Breast Cancer Research & Treatment, 143: 541-550.
Not in PICO

Wouijcik, D. (2002) Help patients from slipping through the holes of the healthcare "safety net". ONS
News, 17: 2.
Not in PICO

Yorkshire Cancer Network . Safety Netting in Primary Care. 2013.
Narrative review/guideline

Yorkshire Cancer Network . Safety-netting in primary care. 2014.
Narrative review/guideline

Zelle, S. G., Nyarko, K. M., Bosu, W. K., Aikins, M., Niens, L. M., Lauer, J. A., Sepulveda, C. R.,
Hontelez, J. A. & Baltussen, R. (2012) Costs, effects and cost-effectiveness of breast cancer
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control in Ghana. Tropical Medicine & International Health, 17: 1031-1043.
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LUNG AND PLEURAL CANCERS

LUNG CANCER

Review question:

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

Results

Literature search

Database name Dates No of references | No of references | Finish date of
Covered found retrieved search
Medline All-2012 1520 57 06/02/2013
Premedline All-2012 19 3 06/02/2013
Embase All-2012 4958 100 12/02/2013
Cochrane Library All-2012 419 3 12/02/2013
Psychinfo All-2012 21 3 12/02/2013
Web of Science (SCI & All-2012 784 65 13/02/2013
SSCI) and ISl Proceedings
Database name Dates No of references | No of references | Finish date of
Covered found retrieved search

Total References retrieved (after de-duplication): 208

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

Medline 2013- 109 2 19/08/2014
19/08/2014

Premedline 2013- 195 9 19/08/2014
19/08/2014

Embase 2013- 298 13 19/08/2014
19/08/2014

Cochrane Library 2013- 140 0 19/08/2014
19/08/2014

Web of Science (SCI & 2013- 178 6 19/08/2014

SSCI) and ISl Proceedings | 19/08/2014

Total References retrieved (after de-duplication): 25
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searching: N = 233

# of records identified through database
through other sources: N =5

# of additional records identified ‘

| |
!

‘# of records screened: N = 238 |4.{# of records excluded: N = 208

# of full-text articles excluded, with
reasons: M = 22 (Marrative review: N = 3;
MNotin PICO: M = 15; Letter: N = 1, No
ariginal data: N = 1, Not enaugh

|# of full-text articles assessed far eligibility: N = 30 | information can be extracted: M = 2).

|# of studies included in qualitative synthesis: N = 8 ‘

‘# of studies included in quantitative synthesis (meta-analysis): M =3 ‘

Risk of bias in the included studies

The risk of bias and applicability concerns are summarised per study in the figure below. The main
bias and validity issues to note are that patient sampling was not based on a consecutive or random
series of patients in a number of the studies, some of which were also not conducted in a population
directly relevant to the current question. Studies employing non-consecutive/random sampling are
at high risk of bias because, for example, case-control studies have been shown to be associated
with inflated test accuracy parameters compared to designs that incorporate random or consecutive
patient selection. Studies conducted in other settings than UK-based primary care are only
applicable to the extent that the study populations and settings are comparable to a UK GP
population as defined for the current purposes. Other bias and applicability threats to the results
concern missing data, symptom coding and specification as well as suboptimal reference standard.
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Study results

Table 1: Lung cancer: Meta-analyses

Studies included

Symptom(s)

Patient group

Positive predictive
value, % (95% Cl)

Jones (2007, at 6
months), Hippisley-Cox
(2011), lyen-
Omofoman (2013)

Haemoptysis

All patients (N = 14516)

3.51 (1.61-7.5)

Jones (2007, at 3
years), Hippisley-Cox
(2011), lyen-
Omofoman (2013)

Haemoptysis

All patients (N = 14516)

3.83(1.66-8.62)

Please note that the data from Hamilton (2005) are not included in these meta-analyses due to the
case-control design of the study. These data are instead reported in the second table below.

Table 2: Lung cancer: Individual positive predictive values from the meta-analyses

Studies included

Symptom(s)

Patient group

Positive predictive
value, % (95% Cl)

Hippisley-Cox (2011) Haemoptysis All patients (N =7861) | 6.4 (5.9-7)
lyen-Omofoman Haemoptysis All patients (N = 1843) 1.3 (0.9-2)
(2013)

Jones (2007, at 6 Haemoptysis All patients (N =4822) 4.8 (4.2-5.5)
months),
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Jones (2007, at 3
years),

Haemoptysis

All patients (N = 4822)

6.3 (6-7)

Table 3: Lung cancer: Additional results reported by the individual papers: Single symptoms

Study Symptom(s) Patient group Positive predictive
value, % (95% Cl)

Deyo (1988) Back pain All included patients 0.05 (0.003-0.3)
1/1975

Muris (1995) Non-acute abdominal All included patients 0.2 (0.04-0.9)

complaints 2/933

Oudega (2006) Deep vein thrombosis All included patients 0.7 (0.2-2.2)
3/430

Hallissey (1990) Dyspepsia All patients 0.3 (0.1-0.6)
8/2585

Jones (2007) Haemoptysis Men (all ages) at 6 5.8 (5-6.7)

months
Jones (2007) Haemoptysis Men (all ages) at 3 7.5 (6.6-8.5)

years

Jones (2007)

Haemoptysis

Men < 45 years at 3
years

0.21 (0.03-7.55)

Jones (2007)

Haemoptysis

Men 45-54 years at 3
years

1.65 (0.67-3.37)

Jones (2007)

Haemoptysis

Men 55-64 years at 3
years

8.37 (6.12-11.1)

Jones (2007)

Haemoptysis

Men 65-74 years at 3
years

14.86 (12-18.1)

Jones (2007)

Haemoptysis

Men 75-84 years at 3
years

17.05 (13.5-21.1)

Jones (2007)

Haemoptysis

Men > 85 years at 3
years

20.43 (12.8-30.1)
19/93

Jones (2007) Haemoptysis Women (all ages) at 6 3.3 (2.6-4.3)
months
Jones (2007) Haemoptysis Women (all ages) at 3 4.3 (3.4-5.3)

years

Jones (2007)

Haemoptysis

Women < 45 years at 3
years

0.36 (0.04-1.3)

Jones (2007)

Haemoptysis

Women 45-54 years at
3 years

1.84 (0.6-4.24)

Jones (2007)

Haemoptysis

Women 55-64 years at
3 years

4.12 (2.32-6.71)

Jones (2007)

Haemoptysis

Women 65-74 years at
3 years

8.38 (5.73-11.8)

Jones (2007)

Haemoptysis

Women 75-84 years at
3 years

10.47 (7.01-14.9)

Jones (2007)

Haemoptysis

Women > 85 years at 3

2.6 (0.32-9.07)

years 2/77
Hamilton (2005) Haemoptysis All included patients 2.4 (1.4-4.1)
Hamilton (2005) Haemoptysis All smokers 4.5 (NR)
Hamilton (2005) Haemoptysis (reported All included patients 17 (NR)

twice)
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Hamilton (2005) Haemoptysis (reported All smokers 12 (NR)
twice)

Hamilton (2005) Haemoptysis Patients > 70 years 7.1 (NR)

Hamilton (2005) Cough All included patients 0.4 (0.3-0.5)

Hamilton (2005) Cough All smokers 0.9 (NR)

Hamilton (2005) Cough (reported twice) All included patients 0.58 (0.4-0.8)

Hamilton (2005) Cough (reported twice) All smokers 1.3 (NR)

lyen-Omofoman
(2013)

Haemoptysis 4-12
months prior to
diagnosis

Derivation cohort

Cases: 247/12074
Controls:
125/120731

lyen-Omofoman
(2013)

Haemoptysis 13-24
months prior to

Derivation cohort

Cases: 133/12074
Controls:

diagnosis 191/120731
Hamilton (2005) Cough (reported 3 All included patients 0.77 (0.54-1.1)
times)
lyen-Omofoman Cough Validation cohort 0.24 (0.2-0.3)

(2013)

lyen-Omofoman
(2013)

Cough 4-12 months
prior to diagnosis

Derivation cohort

Cases: 1938/12074
Controls:
7088/120731

lyen-Omofoman
(2013)

Cough 13-24 months
prior to diagnosis

Derivation cohort

Cases: 1774/12074
Controls:
9087/120731

lyen-Omofoman
(2013)

Voice hoarseness

Validation cohort

0.17 (0.08-0.3)

lyen-Omofoman

Voice hoarseness 4-12

Derivation cohort

Cases: 66/12074

(2013) months prior to Controls:
diagnosis 219/120731
lyen-Omofoman Voice hoarseness 13-24 | Derivation cohort Cases: 56/12074
(2013) months prior to Controls:
diagnosis 326/120731
Hamilton (2005) Fatigue All included patients 0.43 (0.3-0.6)
Hamilton (2005) Fatigue All smokers 0.8 (NR)
Hamilton (2005) Fatigue (reported twice) | All included patients 0.57 (0.4-0.9)
Hamilton (2005) Fatigue (reported twice) | All smokers 1.2 (NR)
Hamilton (2005) Dyspnoea All included patients 0.66 (0.5-0.8)
Hamilton (2005) Dyspnoea All smokers 1.2 (NR)
Hamilton (2005) Dyspnoea (reported All included patients 0.88 (NR)
twice)
Hamilton (2005) Dyspnoea (reported All smokers 1.5 (NR)
twice)
lyen-Omofoman Dyspnoea Validation cohort 0.51 (0.5-0.6)

(2013)

lyen-Omofoman
(2013)

Dyspnoea 4-12 months
prior to diagnosis

Derivation cohort

Cases: 1091/12074
Controls:
2479/120731

lyen-Omofoman
(2013)

Dyspnoea 13-24 months
prior to diagnosis

Derivation cohort

Cases: 992/12074
Controls:
3047/120731

Hamilton (2005)

Chest pain

All included patients

0.82 (0.6-1.1)
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Hamilton (2005) Chest pain All smokers 1.3 (NR)

Hamilton (2005) Chest pain (reported All included patients 0.95 (0.7-1.4)
twice)

Hamilton (2005) Chest pain (reported All smokers 1.4 (NR)

twice)

lyen-Omofoman
(2013)

Chest/shoulder pain

Validation cohort

0.18 (0.15-0.21)

lyen-Omofoman
(2013)

Chest/shoulder pain 4-
12 months prior to
diagnosis

Derivation cohort

Cases: 1002/12074
Controls:
4880/120731

lyen-Omofoman
(2013)

Chest/shoulder pain 13-
24 months prior to

Derivation cohort

Cases: 959/12074
Controls:

diagnosis 6540/120731
Hamilton (2005) Weight loss All included patients 1.1 (0.8-1.6)
Hamilton (2005) Weight loss All smokers 2.1 (NR)
Hamilton (2005) Weight loss (reported All included patients 1.2 (0.7-2.3)
twice)
Hamilton (2005) Weight loss (reported All smokers 1.7 (NR)

twice)

lyen-Omofoman
(2013)

Weight loss

Validation cohort

0.34 (0.23-0.5)

lyen-Omofoman
(2013)

Weight loss 4-12 months
prior to diagnosis

Derivation cohort

Cases: 197/12074
Controls:
323/120731

lyen-Omofoman
(2013)

Weight loss 13-24
months prior to

Derivation cohort

Cases: 139/12074
Controls:

diagnosis 416/120731
Hamilton (2005) Appetite loss All included patients 0.87 (0.6-1.3)
Hamilton (2005) Appetite loss All smokers 1.8 (NR)
Hamilton (2005) Appetite loss Patients 40-69 years 1.1 (NR)
Hamilton (2005) Appetite loss (reported All included patients 1.7 (NR)
twice)
Hamilton (2005) Appetite loss (reported All smokers 2.7 (NR)

twice)

lyen-Omofoman
(2013)

Constipation 4-12
months prior to
diagnosis

Derivation cohort

Cases: 423/12074
Controls:
1469/120731

lyen-Omofoman
(2013)

Constipation 13-24
months prior to

Derivation cohort

Cases: 421/12074
Controls:

diagnosis 1848/120731
Hamilton (2005) Thrombocytosis All included patients 1.6 (0.8-3.1)
Hamilton (2005) Thrombocytosis All smokers 4.2 (NR)
Hamilton (2005) Thrombocytosis Patients 40-69 years 3 (NR)
Hamilton (2005) Abnormal spirometry All included patients 1.6 (0.9-2.9)
Hamilton (2005) Abnormal spirometry All smokers 4 (NR)
Hamilton (2005) Abnormal spirometry Patients > 70 years 4.1 (NR)

Hamilton (2005) also reports that the PPVs for all the variables reported for this study apart from
thrombocytosis were higher for patients aged 2 70 years than patients aged 40-69 years. In patients
aged 2 70 years the PPVs ranged from 0.9-2.2% apart from for haemoptysis and abnormal
spirometry (see separate entry)
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lyen-Omofoman
(2013)

Depressive disorders 4-
12 months prior to
diagnosis

Derivation cohort

Cases: 365/12074
Controls:
3365/120731

lyen-Omofoman
(2013)

Depressive disorders 13-
24 months prior to
diagnosis

Derivation cohort

Cases: 449/12074
Controls:
4705/120731

lyen-Omofoman
(2013)

Upper respiratory tract
infections 4-12 months
prior to diagnosis

Derivation cohort

Cases: 426/12074
Controls:
3082/120731

lyen-Omofoman
(2013)

Upper respiratory tract
infections 13-24 months
prior to diagnosis

Derivation cohort

Cases: 497/12074
Controls:
4274/120731

lyen-Omofoman
(2013)

Lower respiratory tract
infections 4-12 months
prior to diagnosis

Derivation cohort

Cases: 516/12074
Controls:
1585/120731

lyen-Omofoman
(2013)

Lower respiratory tract
infections 13-24 months
prior to diagnosis

Derivation cohort

Cases: 566/12074
Controls:
2218/120731

lyen-Omofoman
(2013)

Non-specific chest
infections 4-12 months
prior to diagnosis

Derivation cohort

Cases: 1398/12074
Controls:
4350/120731

lyen-Omofoman
(2013)

Non-specific chest
infections 13-24 months
prior to diagnosis

Derivation cohort

Cases: 1356/12074
Controls:
5856/120731

lyen-Omofoman
(2013)

Chronic obstructive
pulmonary disease 4-12
months prior to
diagnosis

Derivation cohort

Cases: 978/12074
Controls:
1349/120731

lyen-Omofoman
(2013)

Chronic obstructive
pulmonary disease 13-
24 months prior to
diagnosis

Derivation cohort

Cases: 1024/12074
Controls:
1553/120731

lyen-Omofoman
(2013)

Outcome of blood tests
4-12 months prior to
diagnosis

No blood test record

Test without results

Abnormal

Normal

Derivation cohort

Cases: 6406/12074
Controls:
84997/120731

Cases: 5431/12074
Controls:
34295/120731

Cases: 107/12074
Controls:
528/120731

Cases: 130/12074
Controls:
911/120731

lyen-Omofoman
(2013)

Outcome of blood tests
13-24 months prior to
diagnosis

No blood test record

Derivation cohort

Cases: 6136/12074
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Test without results

Controls:
79446/120731

Cases: 5632/12074
Controls:
39255/120731

Abnormal Cases: 127/12074
Controls:
752/120731
Normal Cases: 179/12074
Controls:
1278/120731
lyen-Omofoman Number of GP Derivation cohort

(2013)

consultations 4-12
months prior to

diagnosis

0-10 Cases: 4316/12074
Controls:
77720/120731

11-20 Cases: 4373/12074
Controls:
29327/120731

221 Cases: 3385/12074
Controls:
13684/120731

lyen-Omofoman Number of GP Derivation cohort

(2013)

consultations 13-24
months prior to
diagnosis

0-10

11-20

Cases: 3491/12074
Controls:
64881/120731

Cases: 3492/12074
Controls:
29296/120731

Cases: 5091/12074
Controls:
26554/120731

NR = Not reported, TP = true positives, FP = false positives. Please note the calculations of the
positive predictive values differ between the studies with Deyo (1988), Hippisley-Cox (2011), Jones
(2007), lyen-Omofoman (2013), Muris (1995) and Oudega (2003) using (TP)/(TP+FP) and Hamilton

(2005) using Bayesian statistics due to the case-control design of this study.

Table 4: Lung cancer: Additional results reported by the individual papers: Pairs of

signs/symptoms

Hippisley-Cox (2011) Haemoptysis + Patients > 40 years 9.7 (8.9-10.7)
current/ex-smoking

Hamilton (2005) Haemoptysis + cough All included patients 2 (1.1-3.5)

Hamilton (2005) Haemoptysis + cough All smokers 3.9 (NR)

Hamilton (2005) Haemoptysis + fatigue All included patients 3.3 (NR)

Hamilton (2005) Haemoptysis + fatigue All smokers 6.1 (NR)
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Hamilton (2005) Haemoptysis + dyspnoea | All included patients 4.9 (NR)
Hamilton (2005) Haemoptysis + dyspnoea | All smokers 6.9 (NR)
Hamilton (2005) Haemoptysis + chest All included patients 5 (NR)
pain
Hamilton (2005) Haemoptysis + chest All smokers 4.1 (NR)
pain
Hamilton (2005) Haemoptysis + weight All included patients 9.2 (NR)
loss
Hamilton (2005) Haemoptysis + weight All smokers *
loss
Hamilton (2005) Haemoptysis + appetite | All included patients > 10 (NR)
loss
Hamilton (2005) Haemoptysis + appetite | All smokers *
loss
Hamilton (2005) Haemoptysis + All included patients > 10 (NR)
thrombocytosis
Hamilton (2005) Haemoptysis + All smokers NR
thrombocytosis
Hamilton (2005) Haemoptysis + abnormal | All included patients > 10 (NR)
spirometry
Hamilton (2005) Haemoptysis + abnormal | All smokers *
spirometry
Hamilton (2005) Fatigue + cough All included patients 0.63 (0.5-0.9)
Hamilton (2005) Fatigue + cough All smokers 1 (NR)
Hamilton (2005) Fatigue + dyspnoea All included patients 0.89 (0.6-?)
Hamilton (2005) Fatigue + dyspnoea All smokers 1.4 (NR)
Hamilton (2005) Fatigue + chest pain All included patients 0.84 (0.5-1.3)
Hamilton (2005) Fatigue + chest pain All smokers 1.3 (NR)
Hamilton (2005) Fatigue + weight loss All included patients 1(0.6-1.7)
Hamilton (2005) Fatigue + weight loss All smokers 2 (NR)
Hamilton (2005) Fatigue + appetite loss All included patients 1.2 (0.7-2.1)
Hamilton (2005) Fatigue + appetite loss All smokers 2.3 (NR)
Hamilton (2005) Fatigue + All included patients 1.8 (NR)
thrombocytosis
Hamilton (2005) Fatigue + All smokers 2.4 (NR)
thrombocytosis
Hamilton (2005) Fatigue + abnormal All included patients 4 (NR)
spirometry
Hamilton (2005) Fatigue + abnormal All smokers >10 (NR)
spirometry
Hamilton (2005) Cough + dyspnoea All included patients 0.79 (0.6-1)
Hamilton (2005) Cough + dyspnoea All smokers 1.4 (NR)
Hamilton (2005) Cough + chest pain All included patients 0.76 (0.6-1)
Hamilton (2005) Cough + chest pain All smokers 0.9 (NR)
Hamilton (2005) Cough + weight loss All included patients 1.8 (1.1-2.9)
Hamilton (2005) Cough + weight loss All smokers 2.3 (NR)
Hamilton (2005) Cough + appetite loss All included patients 1.6 (0.9-2.7)
Hamilton (2005) Cough + appetite loss All smokers 2.8 (NR)
Hamilton (2005) Cough + thrombocytosis | All included patients 2 (1.1-3.5)
Hamilton (2005) Cough + thrombocytosis | All smokers 6.5 (NR)

Suspected Cancer: Appendix F (November 2014)

Page 47 of 1733




DRAFT FOR CONSULTATION

Hamilton (2005) Cough + abnormal All included patients 1.2 (0.6-2.6)
spirometry

Hamilton (2005) Cough + abnormal All smokers 3.6 (NR)
spirometry

Hamilton (2005) Dyspnoea + chest pain All included patients 1.2 (0.9-1.8)

Hamilton (2005) Dyspnoea + chest pain All smokers 2.2 (NR)

Hamilton (2005) Dyspnoea + weight loss | All included patients 2 (1.2-3.8)

Hamilton (2005) Dyspnoea + weight loss | All smokers 3.1 (NR)

Hamilton (2005) Dyspnoea + appetite All included patients 2 (1.2-3.8)
loss

Hamilton (2005) Dyspnoea + appetite All smokers 5.5 (NR)
loss

Hamilton (2005) Dyspnoea + All included patients 2 (NR)
thrombocytosis

Hamilton (2005) Dyspnoea + All smokers 2.4 (NR)
thrombocytosis

Hamilton (2005) Dyspnoea + abnormal All included patients 2.3 (NR)
spirometry

Hamilton (2005) Dyspnoea + abnormal All smokers >10 (NR)
spirometry

Hamilton (2005) Chest pain + weight loss | All included patients 1.8 (1-3.4)

Hamilton (2005) Chest pain + weight loss | All smokers 4.4 (NR)

Hamilton (2005) Chest pain + appetite All included patients 1.8 (0.9-3.9)
loss

Hamilton (2005) Chest pain + appetite All smokers 7.6 (NR)
loss

Hamilton (2005) Chest pain + All included patients 2 (NR)
thrombocytosis

Hamilton (2005) Chest pain + All smokers >10 (NR)
thrombocytosis

Hamilton (2005) Chest pain + abnormal All included patients 1.4 (NR)
spirometry

Hamilton (2005) Chest pain + abnormal All smokers >10 (NR)
spirometry

Hamilton (2005) Weight loss + appetite All included patients 2.3 (1.2-4.4)
loss

Hamilton (2005) Weight loss + appetite All smokers 5 (NR)
loss

Hamilton (2005) Weight loss + All included patients 6.1 (NR)
thrombocytosis

Hamilton (2005) Weight loss + All smokers >10 (NR)
thrombocytosis

Hamilton (2005) Weight loss + abnormal | All included patients 1.5 (NR)
spirometry

Hamilton (2005) Weight loss + abnormal | All smokers >10 (NR)
spirometry

Hamilton (2005) Appetite loss + All included patients 0.9 (NR)

thrombocytosis

Hamilton (2005)

Appetite loss +
thrombocytosis

All smokers

*
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Hamilton (2005) Appetite loss + All included patients 2.7 (NR)
abnormal spirometry

Hamilton (2005) Appetite loss + All smokers *
abnormal spirometry

Hamilton (2005) Thrombocytosis + All included patients 3.6 (NR)
abnormal spirometry

Hamilton (2005) Thrombocytosis + All smokers NR
abnormal spirometry

TP = true positives, FP = false positives, NR = Not reported. * “The original study was not able to
calculate figures for these boxes, but they are almost certainly worthy of a red shade [2 week wait
referral]”, * effectively means >2%. Please note the calculations of the positive predictive values
differ between the studies with Hippisley-Cox (2011) using (TP)/(TP+FP) and Hamilton (2005) using
Bayesian statistics due to the case-control design of this study.

Evidence statement(s):

Haemoptysis (4 studies, N = 15998) presenting in a primary care setting is associated with overall
positive predictive values of 2.4-17% for lung cancer, which tended to increase with age in men and
women (1 study, N = 4822). The studies were associated with 0-1 bias or applicability concern (see
also Tables 1-3).

Single symptoms other than haemoptysis presenting in a primary care setting is associated with
overall positive predictive values from 0.05% (for back pain) to 1.6% (for abnormal spirometry and
thrombocytosis) for for lung cancer (6 studies, N = 1833698), and with positive predictive values
from 0.9% (for cough) to 4.2% (for thrombocytosis) for smokers for lung cancer (1 study, N = 1482).
The studies were associated with 1-3 bias or applicability concerns (see also Table 3).

Two symptoms presenting in combination in a primary care setting were associated with overall
positive predictive values from 0.63% (for fatigue and cough) to > 10% (for haemoptysis with
appetite loss, abnormal spirometry or thrombocytosis) for lung cancer (2 studies, N = 6030), and
with positive predictive values from 0.9% (for chest pain and cough) to > 10% (for abnormal
spirometry with fatigue, dyspnoea, chest pain or loss of weight, and for thrombocytosis with chest
pain or loss of weight) for smokers for lung cancer (1 study, N = 1482). The studies were each
associated with 1 bias concern (see also Table 4).

Evidence tables

Deyo (1988)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective consecutive? patient series

Was a consecutive or random sample of patients enrolled? | Unclear

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes (probably)

Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient N = 1975, mean (SD; range) age = 39.5 (15.4; 15-86) years, 62% females. 54%
characteristics and of the patients were seeking medical care for back pain for the first time and
setting 76% of the patients had had back pain for < 3 months. 3% had a history of
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back (16%).

complaint.
Exclusion criteria: Neck pain.

approximately 1 million.

back pain surgery. Maximal back pain in the low back (84%) or in the upper

Inclusion criteria: Patients who sought treatment between March 1982 and
September 1984 in the walk-in clinic of a public hospital where virtually all
patients are self-referred. In each case back pain was part of the chief

Clinical setting: Walk-in clinic of a public hospital; this clinic is a source of
primary care for indigent persons in a county in the USA with a population of

Are there concerns that the included patients and setting
do not match the review question?

High concern

INDEX TEST

A. Risk of bias

Index test Back pain; not further specified.

Were the index test results interpreted without knowledge
of the results of the reference standard?

Yes

Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias
Reference The reference standard consisted of a search on each patient name in the
standard(s) institutional tumour registry > 6 months after the index visit. The registry

illness at the same facility.

included every patient with a histological diagnosis of cancer made in the
authors’ hospital system regardless of site of care. The authors point out that
“while this method might fail to identify cancer patients who sought care
elsewhere, it is likely that most patients sought follow-up for a particular

Is the reference standard likely to correctly classify the
target condition?

Unclear

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No (but all patients had a positive
index test)

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Unclear risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ All the patients are accounted for in the results.

Was there an appropriate interval between index test and | Yes (probably)
reference standard?
Did all patients receive the same reference standard? Yes
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Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk
NOTES It is a concern that some patients with cancer might have been missed due to

the choice of reference standard because this would result in an
underestimation of the positive predictive value.

38/1975 patients were found in the tumour registry. Of those 38, 13 patients
had tumours that were probable causes of back pain, and 4 of these 13
patients already had a diagnosis of cancer at presentation. The 9/1975
patients who had undiagnosed cancer that the back pain could be attributed
to had: Lymphoma (NOS; 2), cancer of unknown primary (1), prostate cancer
(1), retroperitoneal liposarcoma (1), lung cancer (1), renal cell (1), multiple
myeloma (1), mucinous adenocarcinoma (of gallbladder?; 1)

Hallissey (1990)

PATIENT SELECTION

A. risk of bias

Patient sampling Propective consecutive patient series from a group of 10 general
practices in England.

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 2585 aged > 40 years. No other information reported. The patient group
characteristics and was equally divided between new patients with dyspepsia, old patients with
setting uninvestigated dyspepsia, and and old patients with investigated dyspepsia.

Inclusion criteria: All patients over 40 years making their first attendance
during the study period (4 years and 9 months) with any degree of dyspepsia
Exclusion criteria: None listed.

Clinical setting: Primary care, England.

Are there concerns that the included patients and setting | Unclear concern
do not match the review question?

INDEX TEST

A. Risk of bias

Index test Dyspepsia of any degree

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk
have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference Upper gastrointestinal endoscopy within 4 weeks and follow up.
standard(s)

Is the reference standard likely to correctly classify the Yes
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target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?
Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing | 2659 patients were seen and 2585 attended for investigation

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES Malignancy was detected in 115 patients: Gastric adenocarcinoma (57),

gastric lymphoma (1; added to the gastric adenocarcinoma data in the PPV),
oesophageal cancer (15), colorectal (14), pancreatic (6), bronchial (8),
prostatic (2), duodenal (1, also added to the gastric carcinoma data in the
PPV), liver (1), gall bladder (1), carcinoid (1), uterine (1), leukaemia (1),
circinomatosis of unknown primary (7).

Hamilton (2005)

PATIENT SELECTION

A. risk of bias

Patient sampling Population-based matched case-control study involving all 21 general

practices in Exeter, Devon, UK.

Was a consecutive or random sample of patients enrolled? | No

Was a case-control design avoided? No

Did the study avoid inappropriate exclusions? Yes

For diagnostic case-control studies: Yes
Attempts were made within the design or analysis to

balance the comparison groups for potential confounders?

For diagnostic case-control studies: Yes

The groups were comparable at baseline, including all

major confounding and prognostic factors?

Could the selection of patients have introduced bias? High risk

B. Concerns regarding applicability

Patient Cases:
characteristics and N = 247 (170 males/77 females), age at diagnosis: < 60 years: N = 35, 60-69
setting years: N = 60, 70-79 years: N = 118, 80+ years: N = 34.

Controls:

Inclusion criteria:

N = 1235 (850 males/385 females), age at diagnosis: < 60 years: N = 178, 60-
69 years: N =310, 70-79 years: N =575, 80+ years: N = 174,
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Cases: All patients aged > 40 years with a primary lung cancer, diagnosed
from 1998 to 2002, were identified from the cancer registry at the Royal
Devon and Exeter Hospital combined with computerised searches at every
practice in Devon to identify any cases missing from the cancer register.
Controls: Five controls were matched to each case on sex, general practice,
and age. Controls were eligible if they were alive at the time of diagnosis of
their case.

Exclusion criteria:

Cases and controls: Unobtainable records; no consultations in the 2 years
before diagnosis; previous lung cancer; or residence outside Exeter at the
time of diagnosis.

Clinical setting: Primary care, UK.

Are there concerns that the included patients and setting | Low concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Anonymised photocopies of the full primary care records for 2 years before
diagnosis were coded (blinded to case/control status) for all entries using the
International Classification of Primary Care-2. Additional codes were created
to incorporate all possible clinical features. Only variables occurring in > 2.5%

of cases or controls were analysed.

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

For diagnostic case-control studies: Yes
Investigators were kept 'blind' to other important

confounding and prognostic factors?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Lung cancer diagnosis in the cancer registry at the Royal Devon and Exeter
standard(s) Hospital or practice notes.

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without Unclear

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing All the patients are accounted for.

Was there an appropriate interval between index test and

Yes
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reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk
NOTES

Hippisley-Cox (2011)

PATIENT SELECTION

A. risk of bias

Patient sampling

Prospective patient series using patients in the QResearch database
(version 30).

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

A total of 1267151 patients were identified from 189 practices (632522
males, 634629 females), mean (SD) age = 49.6 (14.8) years, mean (SD)
Townsend score = -0.1 (3.6).

Current symptoms and symptoms in the preceding year:

Current haemoptysis (N = 8010), current appetite loss (N = 6303), current
weight loss (N = 17355), cough in the last year (N = 30298), dyspnoea in the
last year (N = 5887), tiredness in the last year (N = 12854), hoarseness (N =
966), haemoglobin recoded in the last year (N = 189945), haemoglobin < 11
g/dl in the last year (N = 8010).

Incident cases of lung cancer during the 2-year follow up period: N = 2196.

Inclusion criteria:

All practices in England and Wales that had been using their Egton Medical
Information Systems (EMIS) computer system for > 1 year were included.
Two-thirds of practices were randomly allocated to the derivation dataset
and the remaining practices were allocated to the validation dataset. An
open cohort of patients aged 30—84 years was identified, drawn from
patients registered with practices between 1 January 2000 and 30 September
2010. Entry to the cohort was defined as the latest of the study start date (1
January 2000) and 12 months after the patient registered with the practice,
ensuring that all patients had > 12 months’ registration prior to study entry.
For patients with haemoptysis, appetite loss, or weight loss, the entry date
was the date of the first consultation with the symptom within the study
period. The relevant data for the present purposes is only available for the
validation cohort, therefore only information pertaining to these patients will
be reported.

Exclusion criteria: Patients without a postcode-related Townsend score,
patients with a history of lung cancer at baseline, and patients with a
recorded ‘red-flag’ (see “Definition of symptom” below) symptom in the 12
months prior to the study entry date.

Clinical setting: Primary care

Are there concerns that the included patients and setting | Low concern

do not match the review question?
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INDEX TEST

A. Risk of bias

Index test ‘Red-flag’ symptoms were defined as symptoms that might alarm the patient
and also indicate the presence of lung cancer; that is, symptoms of
haemoptysis, loss of appetite, or weight loss.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk
have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern

interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference Lung tract cancer during the 2 years after study entry, recorded either on the
standard(s) patient’s GP record using the relevant UK diagnostic Read Codes, or their

linked Office for National Statistics cause-of-death record, using the relevant
ICD-9 codes or ICD-10 diagnostic codes.

Is the reference standard likely to correctly classify the Yes
target condition?

Were the reference standard results interpreted without Unclear
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk
interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern
by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing The numbers of patients in the validation cohort reported in text/Table 5 do
not correspond to those reported in Table 1, both on terms of total numbers
of patients (1243329/1342329 versus 1267151) and number of patients with
haemoptysis (7861 v 8010). The missing data does not appear to include any
of the cancer cases, but it is unclear what the effect of the missing data is on
the PPVs as clearly some of the false positives are missing.

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? No
Could the patient flow have introduced bias? High risk
NOTES |

lyen-Omofoman (2013)

PATIENT SELECTION

A. risk of bias

Patient sampling Case-control study using The Health Improvement Network (THIN)
database, which had data from 446 UK general practices with a total of
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‘ 8.2 million patients.

Was a consecutive or random sample of patients enrolled?

No

Was a case-control design avoided?

No (for derivation cohort)
Yes (for validation cohort)

Did the study avoid inappropriate exclusions? Yes
For diagnostic case-control studies: Yes
Attempts were made within the design or analysis to

balance the comparison groups for potential confounders?

For diagnostic case-control studies: Yes

The groups were comparable at baseline, including all
major confounding and prognostic factors?

Could the selection of patients have introduced bias?

High risk (for derivation cohort)
Low risk (for validation cohort)

B. Concerns regarding applicability

Patient
characteristics and
setting

Cases:

2305, > 80 years: N = 2639.
Controls:

Inclusion criteria:

Exclusion criteria:

lung cancer.
Clinical setting: Primary care, UK.

N = 12074 (7154 males/4920 females), age at diagnosis: 40-45 years: N = 95,
45-50 years: N = 220, 50-55 years: N = 469, 55-60 years: N = 896, 60-65 years:
N = 1488, 65-70 years: N = 1750, 70-75 years: N = 2212, 75-80 years: N =

N = 120731 (58034 males/62697 females), age at diagnosis (of cases): 40-45
years: N = 18969, 45-50 years: N = 16756, 50-55 years: N = 15963, 55-60
years: N = 15439, 60-65 years: N = 13475, 65-70 years: N = 11201, 70-75
years: N = 9940, 75-80 years: N = 8191, > 80 years: N = 10797.

Validation cohort: N = 1826293 (886994 males/939299 females). Age: Not
reported. Incident cases of lung cancer during the 1-year follow up: N = 1728.

Cases: All incident cases of lung cancer diagnosed between 1 January 2000
and 28 July 2009 in patients aged > 40 years.

Controls: Ten randomly selected controls aged > 40 years with > 1 year of
active records were matched to each case on general practice.

Validation cohort: All THIN patients aged > 39 years, free from lung cancer on
29 July 2009, and > 1 year general practice follow up.

Cases: Patients with < 1 year of active records prior to their first diagnosis of

Are there concerns that the included patients and setting
do not match the review question?

Low concern

INDEX TEST

A. Risk of bias

Index test

Cough, chest/shoulder pain, dyspnoea, weight loss, hoarseness, upper and
lower respiratory tract infections, non-specific chest infections, constipation,
depressive disorders, and chronic obstructive pulmonary disease (COPD),
recorded over the 2-year period before lung cancer diagnosis.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
For diagnostic case-control studies: Yes
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Investigators were kept 'blind' to other important
confounding and prognostic factors?

Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Lung cancer diagnosis in THIN database
standard(s)

Is the reference standard likely to correctly classify the Yes
target condition?

Were the reference standard results interpreted without Unclear
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing | All the patients are accounted for.

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES \

Jones (2007)

PATIENT SELECTION

A. risk of bias

Patient sampling

Retrospective consecutive patient series using patients in the UK’s
General Practice Research Database.

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient A total of 923605 patients were identified, of whom 762325 were aged > 15
characteristics and years.
setting Number of first occurrences in patients with no previous diagnosis of cancer:

Haematuria: N = 11138, mean (SD) age at first symptom = 58.5 (18.9) years.
Patients excluded due to incomplete dates for their first symptom: N = 30.
Sex (of final sample): 6385 males, 4723 females.
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Haemoptysis: N = 4822, mean (SD) age at first symptom = 61.6 (18) years.
Patients excluded due to incomplete dates for their first symptom: N = 10.
Sex (of final sample): 2930 males, 1882 females.

Dysphagia: N = 6003, mean (SD) age at first symptom = 54.5 (19.4) years.
Patients excluded due to incomplete dates for their first symptom: N = 4. Sex
(of final sample): 2628 males, 3371 females.

Rectal bleeding: N = 15314, mean (SD) age at first symptom = 52.5 (18.8)
years. Patients excluded due to incomplete dates for their first symptom: N =
25. Sex (of final sample): 7523 males, 7766 females.

Inclusion criteria:

All patients from 128 general practices that provided data of a sufficient
standard from 1 January 1994 to 31 December 2000 and which provided
exclusively Read coded data, who were aged between 15 and 100 years,
whose first ever recorded occurrence of each alarm symptom (haematuria,
haemoptysis, dysphagia, or rectal bleeding) was after 31 December 1994 and
who had not previously been diagnosed as having any cancer.

Exclusion criteria: Patients whose date of first symptom or first relevant
diagnosis of cancer was before 1 January 1995 and patients with a diagnosis
of any other cancer than the ones of interest before the date of the first
recorded symptom or before the index cancer diagnosis date if the related
symptom was not recorded.

Clinical setting: Primary care

Are there concerns that the included patients and setting | Low concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test Identification of all patients who ever had symptoms recorded for
haematuria, haemoptysis, dysphagia, or rectal bleeding.

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias
Reference Cancer code in the UK’s General Practice Research Database:
standard(s) Haematuria: Urinary tract neoplasms, including neoplasms of the urethra,

other reproductive organs.

bladder, ureter, and kidney but excluding neoplasms of the prostate and

Haemoptysis: Respiratory tract neoplasms.
Dysphagia: Oesophageal neoplasms.
Rectal bleeding: Colorectal neoplasms.

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

Unclear (but all patients had a positive
index test)

Could the reference standard, its conduct, or its

Low risk
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interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern

by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing

| All patients are accounted for in the results

Was there an appropriate interval between index test and | Unclear

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES Diagnoses of cancer were most often made in the first three months after

the onset of alarm symptoms; very few diagnoses of cancer were made later
than three years after symptom onset. In the 4th and 5th years of study, the
small number of observed occurrences of cancer was similar to the number
expected from background incidence rates.

Secondary analyses evaluating whether the incidence of neoplasms other
than those prespecified was increased after the occurrence of alarm
symptoms showed for:

Haematuria: Inclusion of cancers of the reproductive organs yielded 21
additional cancers in women and 158 cancers in men, mostly cancers of the
prostate. Inclusion of these cancers in the analysis would give a positive
predictive value of 3.9% in women and 9.9% in men.

Dysphagia: Inclusion of gastric cancers yielded 17 additional cancer diagnoses
in women and 30 in men. Inclusion of these cancers gave positive predictive
values of 5.2% in women and 6.9% in men.

Estimates based on the pre-specified cancers may be thus conservative for
these symptoms.

Haemoptysis: Extension of the diagnostic criteria yielded 6 additional
cancers.

Rectal bleeding: Extension of the diagnostic criteria yielded 2 additional
cancers.

Muris (1995)

PATIENT SELECTION

A. risk of bias

Patient sampling

Prospective patient series from 80/460 general practitioners in
Limburg (The Netherlands)

Was a consecutive or random sample of patients enrolled? | No

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? High risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N =933; 335 males, 598 females; age range = 18-75, aged > 30 years: N =
712, aged > 40 years: N =517, aged > 60 years: N = 171.
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had a diagnostic problem.
Exclusion criteria: None listed.

Inclusion criteria: Patients who in 1989 consulted one of the participating
GPs for new abdominal complaints lasting > 2 weeks and with whom the GPs

Clinical setting: GPs in The Netherlands

Are there concerns that the included patients and setting
do not match the review question?

High concern

INDEX TEST

A. Risk of bias

Index test New abdominal complaints lasting > 2 weeks. Not further specified.
Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

High concern

REFERENCE STANDARD

A. risk of bias

Reference Follow up for =2 12 months (mean = 18 months).
standard(s)

Is the reference standard likely to correctly classify the Yes
target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ All patients appear to be accounted for

Was there an appropriate interval between index test and | Unclear
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

(2/933).

Other cancers diagnosed in these patients were: Stomach (2/933), pancreas
(2/933), trachea/bronchus/lung (2/933), kidney (1/933), cervix (1/933), other
cancer of the female genital system (2/933), and other and unspecified sites

Oudega (2006)

PATIENT SELECTION

A. risk of bias

Patient sampling

‘ Prospective study of all primary care physicians (N = 50) within a
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The Netherlands.

catchment area (ca 130000 inhabitants) of a non-teaching hospital in

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 430; 162 males, 268 females; mean age (SD) = 60.7 (18.2) years.
characteristics and
setting Inclusion criteria: Consecutive patients who consulted their GP between

January 1996 and July 2002 and who, after investigation (not referral) was
confirmed to have deep vein thrombosis.

Exclusion criteria: Patients with a known malignancy or a malignancy
detected within 2 weeks of deep vein thrombosis diagnosis.

Clinical setting: Primary care, The Netherlands.

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test

Deep vein thrombosis (suspicion based on painful swollen leg < 30 days).
Patients were classified as having secondary deep vein thrombosis if > 1 of
the following risk factors for deep vein thrombosis were present: Recent
surgery, prolonged immobilisation, use of oral contraceptives or hormonal
replacement therapy. If no risk factors were present patients were classified

as having idiopathic deep vein thrombosis.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference
standard(s)

2 years follow up.

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias
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Flow and timing ‘ All patients appear to be accounted for

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES In total N = 19 had cancer: 3 colorectal, 5 urogenital (not further

subgrouped), 4 breast, 3 lung and 4 other. The urogenital data is added to
the renal cancer evidence review.
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Which investigations of symptoms of suspected lung cancer should be done with clinical

responsibility retained by primary care?

Results

Literature search

Database name

Dates Covered

No of references

No of references

Finish date of

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

Medline 2013- 105 6 19/08/2014
19/08/2014

Premedline 2013- 133 14 19/08/2014
19/08/2014

Embase 2013- 164 31 19/08/2014
19/08/2014

Cochrane Library 2013- 70 0 19/08/2014
19/08/2014

Web of Science (SCI & 2013- 47 3 19/08/2014

SSCI) and ISl Proceedings | 19/08/2014

Total References retrieved (after de-duplication): 42
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database searching: M = 529 thraough other saurces: N =1

# of records identified through ‘

# of additional records identified ‘

| |
!

‘# of records screened: N = 530 ‘4.{# of records excluded: N = 463

# of full-text articles excluded,

with reasons: M = 67 (Marrative
r review: M =17 Notin PICO: N =
# of full-text articles assessed for eligibility: N = 67 46; Fareign language: M = 4)

I

# of studies included in qualitative synthesis: N =10

I

# of studies included in quantitative synthesis (meta-analysis): N =0

Study results

No evidence was identified pertaining to the diagnostic accuracy of chest x-ray, CT, sputum cytology,
or bronchoscopy in patients with suspected lung cancer where the clinical responsibility was
retained by primary care.
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Abstract: Screening is not a test but a process. This distinction matters. Findings on radiographic
screening lead to a diagnostic workup. Once a diagnosis is made, the process dictates the choice
of treatment. Each of the steps in a screening algorithm is a medical decision in which the
physician, acting as the patient's advocate, weighs benefits and risks. Physicians caring for people
who are susceptible to lung cancer face four conflicting factors: the demand from the public to
act, the need to consider cost-effectiveness and social responsibility, the need for scientific
knowledge, and the lack of definitive evidence. One of the inherent weaknesses of any single
radiographic or biomarker test for lung cancer is the inability to provide unequivocal information
about the biology of a tumor - that is, its growth pattern and how it will respond to therapy. We
are making solid progress in combining CT scanning with sputum analysis, fluorescence
bronchoscopy, and analysis of pulmonary fluids, exhaled gases, and blood by genomic,
proteomic, and immunologic methods. Routine clinical applications of these methods, however,
are not available. These technological wonders require extensive validation and proof that
markers alone or in combination are sufficiently specific for the detection and diagnosis of lung
cancer. (PsycINFO Database Record (c) 2012 APA, all rights reserved)
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AN - Peer Reviewed Journal: 2006-20691-005

SO - The New England Journal of Medicine. Vol.355(17), Oct 2006, pp. 1822-1824
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MESOTHELIOMA

Review question:

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

Results

Literature search

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

Medline 1980-2013 185 6 22/04/2013
Premedline 1980-2013 4 0 22/04/2013
Embase 1980-2013 301 15 22/04/2013
Cochrane Library 1980-2013 17 0 22/04/2013
Psychinfo 1980-2013 2 0 22/04/2013
Web of Science (SCI & 1980-2013 81 3 22/04/2013
SSCI) and ISl 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 & 4/2013- 27 3 20/08/2014

SSCI) and ISl Proceedings | 20/08/2014

Total References retrieved (after de-duplication): 5
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database searching: N =2 through other sources: N =0

# of records identified through ‘

# of additional records identified ‘

| |
!

‘# of records screened: N = 2 ‘4.{# of recards excluded: N =2 ‘

J # of full-text articles excluded,
# of full-text articles assessed for eligibility: N =0 with reasons: M =10

I

# of studies included in qualitative synthesis: M =0

r

# of studies included in gquantitative synthesis (meta-analysis): N =0

Study results
No evidence was identified.
References
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Narrative review

Suspected Cancer: Appendix F (November 2014) Page 126 of 1733



OO NOOTULLE WN -

W W W WWWWWWPNDNDNMNNMNMNNNMNNNMNMNNNRRRPRPRRPRRRRRPRE
O NOUL P, WNRERPODLOONOOTULD,WNPEPRPOOONOULPE WN - O

39
40

41
42

43

DRAFT FOR CONSULTATION
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Review question:

Which investigations of symptoms of suspected mesothelioma should be done with clinical
responsibility retained by primary care?

Results

Literature search

Database name Dates No of references | No of references | Finish date of
Covered found retrieved search
Medline 1980-2013 118 27 14/05/2013
Premedline 1980-2013 13 4 14/05/2013
Embase 1980-2013 169 53 14/05/2013
Cochrane Library 1980-2013 12 0 14/05/2013

Suspected Cancer: Appendix F (November 2014)

Page 127 of 1733




10
11
12

13
14

DRAFT FOR CONSULTATION

Psychinfo

1980-2013

14/05/2013

Web of Science (SCI &
SSCI) and ISI Proceedings

1980-2013

24

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 & 5/2013- 6 1 20/08/2014

SSCI) and ISl Proceedings | 20/08/2014

Total References retrieved (after de-duplication): 8

# of records identified through
database searching: N =71

through other sources: N =0

# of additional recards identified ‘

!

‘# of records screened: N = 71 ‘4.{# of recards excluded: N = 69

I

# of full-text articles assessed for eligibility: N = 2

I

# of studies included in gualitative synthesis: N =0

I

# of full-text articles excluded,
with reasons: N = 2 (Mot in PICO:

N =2)

# of studies included in guantitative synthesis (meta-analysis): N =0

Study results

No evidence was identified pertaining to the diagnostic accuracy of chest x-ray, CT, abdominal x-ray,
or ultrasound in patients with suspected mesothelioma where the clinical responsibility was retained

by primary care.

References

Included studies
None
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peritoneal mesothelioma: A report of the cytohistological and immunohistochemical
appearances. Diagnostic Cytopathology, 39: 402-408.
Not in PICO

Vallerie, A. M., Lerner, J. P., Wright, J. D. & Baxi, L. V. (2009) Peritoneal inclusion cysts. Obstetrical
and Gynecological Survey, 64: 321-334.
Not in PICO

Wentz, K. U., Irngartinger, G., Georgi, P., van, K. G., Kleckow, M. & Vollhaber, H. H. (1986) Malignant
pleural mesothelioma. Value of 67Ga scintigraphy compared to computerized tomography.
[German]. RoFo : Fortschritte auf dem Gebiete der Rontgenstrahlen und der Nuklearmedizin, 145:
61-66.
Not in PICO

Wiggins, J. (2001) Statement on malignant mesothelioma in the United Kingdom. Thorax, 56: 250-
265.
Not in PICO

Zhou, H., Tamura, T., Kusaka, Y., Suganuma, N., Subhannachart, P., Vijitsanguan, C., Noisiri, W.,
Hering, K. G., Akira, M., Itoh, H., Arakawa, H., Ishikawa, Y., Kumagai, S. & Kurumatani, N. (2012)
Development of a guideline on reading CT images of malignant pleural mesothelioma and
selection of the reference CT films. European Journal of Radiology, 81: 4203-4210.
Not in PICO
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UPPER GASTRO-INTESTINAL TRACT CANCERS

OESOPHAGEAL

Review question:

What is the risk of oesophageal cancer in patients presenting in primary care with symptom(s)?

Results

Literature search

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

Medline All-2012 1593 122 08/05/2013
Premedline All-2012 72 17 08/05/2013
Embase All-2012 1831 182 09/05/2013
Cochrane Library All-2012 483 5 10/05/2013
Psychinfo All-2012 6 2 08/05/2013
Web of Science (SCI & All-2012 480 56 10/05/2013
SSCI) and ISl Proceedings

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 & 5/2013- 112 8 20/08/2014

SSCI) and ISl Proceedings | 20/08/2014

Total References retrieved (after de-duplication): 21
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database searching: N = 315

# aof records identified through
through other sources: N = 14

# of additional recards identified ‘

# of records
excluded: N = 247

# of full-text articles excluded, with reasans: N = 58
(Marrative review: N =5; Notin PICO: N = 46;
Guideline: N = 2; Duplicate data: N = 2; Paper

# of full-text arficles assessed ‘ withdrawn: N = 1; Nat enough information available;

!

# of records
screened: N =329

for eligibility; N = 82 N=2)

synthesis: N = 24

# of studies included in qualitative ‘

synthesis (meta-analysis): N = 19

# of studies included in quantitative ‘

Risk of bias in the included studies

The risk of bias and applicability concerns are summarised per study in the figure below. The main
bias and validity issues to note relates to patient selection and applicability with some studies
employing non-consecutive patient sampling, e.g., case-control designs (which has been shown to be
associated with inflated test accuracy parameters compared to designs that incorporate random or
consecutive patient selection), and others being conducted in setting that may not directly translate
to UK-based primary care. The other main issues of concern relates to missing data (and the concern
that this may not be missing at random) and under specification of symptoms and reference
standards, which makes it difficult to ascertain their applicability and/or validity. The evidence base
is also limited by the fact that some of the positive predictive value estimates are based on low
numbers of patients and a number of the studies do not provide different estimates for stomach nad
oesophageal cancer, but only provide one estimate for these cancers combined.
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Risk of Bias Applicability Concerns
e =
s Tz 5 °
g &5 E 8 _ &
o £ x [ o £ x
Brignoli 1997) | 2 | ® | @ | & 71 ® ®
colins2012) B | D O | S| & S| S
Droogendijk (2011) | @ | @ | @ | 2 21 ® @
Duggan 2008) | ? | @ | ® @ | & & | S
Edenhoim (1985) | 2 | @® | ® | @ 7?1 @ ®
Esfandyari (2002) . . . ‘ . . .
Farrus Palou (2000) | @ | @ | 2 | @ 2| @)
Hallissey (1990) | ® | ® | ® | ® 21 ® @
Hansen (1998) | @ | @ | @ | 2 21 ® @
Heikkinen (1995) | @ | @ | @® | & 21 ® S
Hippisley-Cox 2011) | @ | @ | @ | 2 ® e e
Jaskiewicz (1991) | ? | @® | ® | @ 212 |@®
Jones (2007) . . . . . . .
Kagevi (1989) | @ | ® | ® | ® 21 ® @
Mahadeva (1998) | ' ? . . . . . .
Meineche-Schmidt (2002) | @ | @® | @ | @ 21 ® S
Muris (1993) | @ | ® | ® | @ 2|2 |@®
Mglimann (1981) | @ @ | 2 | @ 21 ® @
Stapley 2013) @ | @ | ® | S| & S S
Stellon (1997) . . . . . . .
Thomson (2003) | 2 | @ | @ | @ 21 ® ®
Tosetti (2010) @ | @ |2 | @®| © | O | @
vakil(2009) | ? @D @ S| & S| S
vates (2004) | @ | ® | ® | © 21 ® @

@ High ? Unclear ® Low

Study results

Table 1: Oesophageal cancer: Meta-analyses

Studies included

Symptom(s)

Patient group

Positive predictive
value, % (95% Cl)
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Collins (2012)
Hippisley-Cox (2011)
Mgllmann (1981)

Abdominal pain

All patients

N = 3389979

0.23 (0.14-0.36)

Collins (2012)
Droogendijk (2011)
Farrus Palou (2000)
Hippisley-Cox (2011)
Stellon (1997)

Yates (2004)

Anaemia

All patients

N = 3375342

0.94 (0.54-1.64)

Brignoli (1997)
Duggan (2008)
Edenholm (1985)
Hallissey (1990)
Hansen (1998)
Heikkinen (1995)
Jaskiewicz (1991)
Kagevi (1989)
Meineche-Schmidt
(2002)

Thomson (2003)
Vakil (2009)

Dyspepsia

All patients
N =11403

0.25 (0.13-0.5)

Collins (2012)
Esfandyari (2002)
Hippisley-Cox (2011)
Jones (2007) at 6
months

Dysphagia

All patients

N = 4136936

4.96 (3.49-7.01)

Collins (2012)
Esfandyari (2002)
Hippisley-Cox (2011)
Jones (2007) at 3 years

Dysphagia

All patients

N =4136936

5.11 (3.7-7.01)

Please note that the data from Stapley (2013) are not included in these meta-analyses due to the
case-control design of the study, and the data from Mahadeva (1998) is not included due to the
limited and different age range of the population. These data are instead reported in the table below
entitled “Additional results reported by the individual papers: Single symptoms“. When the number
of studies was < 3, the data were not meta-analysed, but presented for the individual studies

instead.

Table 2: Oesophageal cancer: Individual positive predictive values from the meta-analyses

Study Symptom(s) Patient group PPVs % (95% Cl);
prevalence

Collins (2012) Abdominal pain All patients 0.2 (0.2-0.2)
437/246998

Hippisley-Cox (2011) Abdominal pain All patients 0.3 (0.3-0.4)
309/91627

Mgllmann (1981) Upper abdominal pain | All patients 0 (0-0.8)

> 2 weeks 0/577

Collins (2012) Anaemia All patients 0.6 (0.5-0.8)
116/18355

Droogendijk (2011) Anaemia All patients 0.35 (0.02-2.2)
1/287
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Farrus Palou (2000) Anaemia All patients 0(0-7.7)
0/58
Hippisley-Cox (2011) Anaemia All patients 1.1(1-1.4)
119/10349
Stellon (1997) Anaemia All patients (N = 26) 0 (0-16)
0/26
Yates (2004) Anaemia All patients 2.55 (1.35-4.66)
11/431 has UGI cancer:
No distinction made
between the different
kinds
Brignoli (1997) Dyspepsia All patients 0 (0-0.58)
0/828
Duggan (2008) Dyspepsia All patients 0.27 (0.05-1.1)
2/753
Edenholm (1985) Persisten epigastric All patients who 0.61 (0.03-3.8)
pain/ulcer-like received an UGI 1/165
dyspepsia endoscopy
Hallissey (1990) Dyspepsia All patients 0.58 (0.33-0.98)
15/2585
Hansen (1998) Dyspepsia All patients 1(0.4-2.2)
6/612
Heikkinen (1995) Dyspepsia All patients 0.5 (0.09-2)
2/400
Jaskiewicz (1991) Dyspepsia All included patients 0 (0-0.8)
0/585
Kagevi (1989) Dyspepsia All included patients 0 (0-2.7)
0/172
Meineche-Schmidt Dyspepsia All patients 0.54 (0.25-1.1)
(2002) 8/1491
Thomson (2003) Dyspepsia All patients 0.1 (0.01-0.6)
1/1040
Vakil (2009) Dyspepsia without All included patients 0.1 (0.03-0.35)
alarm symptoms 3/2741
Collins (2012) Dysphagia All patients 4.2 (3.9-4.5)
810/19237
Esfandyari (2002) Dysphagia All patients 6 (2.5-13.1)
6/100
Hippisley-Cox (2011) Dysphagia All patients 7.8 (7.1-8.5)
434/5590
Jones (2007) Dysphagia All patients at 6 3.47 (3-4)
months 208/5999
Jones (2007) Dysphagia All patients at 3 years 3.85 (3.38-4.38)
231/5999

Table 3: Oesophageal cancer: Additional results reported by the individual papers: Single symptoms

Study

Symptom(s)

Patient group

Positive predictive
value, % (95% Cl)

Tosetti (2010)

Upper gastro-intestinal
symptoms without

All patients

0.36 (0.02-2.3)
1/275
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alarming features

Muris (1993) Non-acute abdominal All patients 0 (0-0.8)
complaints 0/578
Collins (2012) Abdominal pain Women 0.1(0.1-0.1)
139/144266
Men 0.3 (0.3-0.3)
298/102732
Stapley (2013) Abdominal pain Patients > 55 years 0.3 (0.2-0.3)
Stapley (2013) Epigastric pain Patients > 55 years 0.9 (0.8-1)
Collins (2012) Anaemia Women 0.4 (0.3-0.5)
49/13792
Men 1.5 (1.1-1.9)
67/4563
Mgllmann (1981) Anaemia Males 0 (0-44)
0/7
Stapley (2013) Low haemoglobin Patients > 55 years 0.2 (0.2-109)
Stapley (2013) Dyspepsia Patients > 55 years 0.7 (0.6-0.7)
Stapley (2013) Dyspepsia (reported > Patients > 55 years 1.2 (1-1.5)
twice)
Vakil (2009) Dyspepsia without alarm | Patients > 45 yearsold | 0.18 (0.03-0.71)
symptoms 2/1127
Patients > 50 years old | 0.24 (0.04-1)
2/829
Patients > 55 yearsold | 0.18 (0.01-1.16)
1/554
Patients > 60 years old | 0.3 (0.02-2)
1/323
Hansen (1998) Ulcer-like dyspepsia All patients 0.6 (0.03-3.9)
1/161
Hansen (1998) Dysmotility-like All patients 0 (0-2.9)
dyspepsia 0/163
Hansen (1998) Reflux-like dyspepsia All patients 1.16 (0.2-4.6)
2/173
Hansen (1998) Unclassifiable dyspepsia | All patients 0.9 (0.05-5.8)
1/107
Mahadeva (2008) Dyspepsia All patients (they were | 0(0-1.1)
aged 18-45 years) 0/432
Collins (2012) Dysphagia Women 2.5(2.2-2.8)
262/10391
Men 6.2 (5.7-6.7)
548/8846
Jones Dysphagia Men (all ages) at 6 5.3 (4.4-6.2)
months 138/2628
Men (all ages) at 3 5.7 (4.9-6.7)
years 150/2628
Men < 45 years at 3 0.21 (0-1.15)
years 1/482
Men 45-54 years at 3 4.03 (2.36-6.37)
years 17/422

Men 55-64 years at 3

5.98 (4.1-8.39)
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years 31/518
Men 65-74 years at 3 9.03 (6.82-11.7)
years 52/576
Men 75-84 years at 3 7.14 (5-9.84)
years 34/476
Men > 85 years at 3 9.74 (5.55-15.6)
years 15/154
Jones Dysphagia Women (all ages) at 6 2.1(1.6-2.6)
months 70/3371
Women (all ages) at 3 2.4 (1.9-3)
years 81/3371
Women <45 yearsat3 | 0.16 (0-0.86)
years 1/642
Women 45-54 years at | 0.58 (0.12-1.68)
3 years 3/520
Women 55-64 years at | 1.92 (0.92-3.49)
3 years 10/522
Women 65-74 years at | 3.79 (2.47-5.55)
3 years 25/659
Women 75-84 years at | 4.03 (2.65-5.85)
3 years 26/645
Women > 85 yearsat3 | 4.18 (2.41-6.7)
years 16/383
Stapley (2013) Dysphagia Patients > 55 years 4.8 (4.3-5.9)
Stapley (2013) Dysphagia (reported > Patients > 55 years 5.5 (4.2-7.9)
twice)
Collins (2012) Appetite loss All patients 0.6 (0.5-0.9)
37/5838
Women 0.4 (0.2-0.7)
12/3317
Men 1(0.7-1.5)
25/2521
Hippisley-Cox (2011) Appetite loss All patients 1.1 (0.8-1.5)
35/3391
Mgllmann (1981) Weight loss and/or All patients 0 (0-8.9)
anorexia 0/50
Collins (2012) Weight loss All patients 0.8 (0.7-0.9)
218/28403
Women 0.6 (0.4-0.7)
86/15465
Men 1(0.9-1.2)
132/12938
Hippisley-Cox (2011) Weight loss All patients 1.2 (1-1.4)
107/9170
Stapley (2013) Weight loss Patients > 55 years 0.9 (0.7-1)
Collins (2012) Haematemesis All patients 1(0.8-1.2)
110/10792
Women 0.5 (0.3-0.7)
22/4630
Men 1.4 (1.2-1.8)
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88/6162
Hippisley-Cox (2011) Haematemesis All patients 2.3 (1.9-2.7)
101/4477
Stapley (2013) Constipation Patients > 55 years 0.2 (0.2-0.2)
Stapley (2013) Chest pain Patients > 55 years 0.2 (0.2-0.2)
Stapley (2013) Reflux Patients > 55 years 0.6 (0.6-0.7)
Mgllmann (1981) Nausea and/or vomiting | All patients 0 (0-12.3)
> 2 weeks 0/35
Stapley (2013) Nausea/vomiting Patients > 55 years 0.6 (0.5-0.7)
Stapley (2013) Nausea/vomiting Patients > 55 years 1(0.8-1.2)
reported > twice
Stapley (2013) Raised platelets Patients > 55 years 0.5 (0.4-0.5)

Stapley (2013) reported that all PPVs for symptom combinations in patients < 55 years were < 1%,

and that the highest PPV in this age group was for dysphagia, 0.8 (0.4-1.5)%

Mgllmann (1981)

Gastrointestinal
bleeding

All patients

0(0-32)
0/11

Please note:

- The calculations of the positive predictive values differ between all the other included studies using
(TP)/(TP+FP) and Stapley (2013) using other statistics due to the case-control design of these studies.

NR = Not reported.

Table 4: Oesophageal cancer: Additional results reported by the individual papers: Symptom

combinations

Study Symptom(s) Patient group Positive predictive
value, % (95% Cl)
Meineche-Schmidt Dyspepsia and jaundice | All patients 0 (0-48.32)
(2002) 0/6
Meineche-Schmidt Dyspepsia and black All patients 0.91 (0.05-5.69)
(2002) stools 1/110
Meineche-Schmidt Dyspepsia and bloody All patients 0.76 (0.04-4.81)
(2002) stools 1/131
Stapley (2013) Dysphagia and chest Patients > 55 years 5.8 (3.5-10.8)
pain
Stapley (2013) Dysphagia and loss of Patients > 55 years 9.2 (4.4-22.7)
weight
Stapley (2013) Dysphagia and Patients > 55 years 6.5 (3.5-13.5)
abdominal pain
Stapley (2013) Dysphagia and epigastric | Patients > 55 years 9.3 (NR)
pain
Stapley (2013) Dysphagia and reflux Patients > 55 years 5 (3.3-8.4)
Stapley (2013) Dysphagia and low Patients > 55 years 4.6 (3.4-6.6)
haemoglobin
Stapley (2013) Dysphagia and Patients > 55 years 7.3 (4.4-13.9)

nausea/vomiting

Meineche-Schmidt Dyspepsia and All patients 1.4 (0.04-4.36)

(2002) dysphagia 3/215

Stapley (2013) Dysphagia and Patients > 55 years 9.8 (5.7-20.2)
dyspepsia
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Stapley (2013) Dysphagia and raised Patients > 55 years 6.1 (3.2-13.2)
platelets

Stapley (2013) Dyspepsia and chest Patients > 55 years 0.7 (0.5-0.9)
pain

Stapley (2013) Dyspepsia and Patients > 55 years 1(0.7-1.3)
abdominal pain

Stapley (2013) Dyspepsia and epigastric | Patients > 55 years 1.4 (1-2)
pain

Stapley (2013) Dyspepsia and Patients > 55 years 1.3 (0.9-1.8)
nausea/vomiting

Stapley (2013) Dyspepsia and reflux Patients > 55 years 0.9 (0.7-1.2)

Meineche-Schmidt Dyspepsia and weight All patients 1.37 (0.35-4.28)

(2002) loss 3/219

Stapley (2013) Dyspepsia and loss of Patients > 55 years 2.1 (1.3-3.5)
weight

Stapley (2013) Dyspepsia and raised Patients > 55 years 1.4 (0.9-2.2)
platelets

Meineche-Schmidt Dyspepsia and anaemia | All patients 0(0-11.71)

(2002) 0/37

Stapley (2013) Dyspepsia and low Patients > 55 years 1(0.8-1.3)
haemoglobin

Stapley (2013) Constipation and chest Patients > 55 years 0.4 (0.3-0.5)
pain

Stapley (2013) Constipation and loss of | Patients > 55 years 1.1 (0.8-1.7)
weight

Stapley (2013) Constipation and Patients > 55 years 0.4 (0.3-0.5)
abdominal pain

Stapley (2013) Constipation and Patients > 55 years 1.4 (0.8-2.3)
epigastric pain

Stapley (2013) Constipation and reflux | Patients > 55 years 0.7 (0.5-1.1)

Stapley (2013) Constipation and low Patients > 55 years 0.4 (0.4-0.5)
haemoglobin

Stapley (2013) Constipation and Patients > 55 years 0.6 (0.4-0.7)
nausea/vomiting

Stapley (2013) Constipation and Patients > 55 years 0.8 (0.6-1.1)
dyspepsia

Stapley (2013) Constipation and Patients > 55 years 4.2 (2.7-7.2)
dysphagia

Stapley (2013) Constipation and raised | Patients > 55 years 0.9 (0.6-1.4)
platelets

Stapley (2013) Abdominal pain and Patients > 55 years 0.3 (0.3-0.4)
chest pain

Stapley (2013) Abdominal pain and Patients > 55 years 0.9 (0.7-1.2)
epigastric pain

Stapley (2013) Abdominal pain and Patients > 55 years 0.6 (0.5-0.9)
reflux

Stapley (2013) Abdominal pain and Patients > 55 years 1.4 (0.9-2.2)
weight loss

Mgllmann (1981) Upper abdominal pain > | All patients 0 (0-1.6)
2 weeks and nausea 0/293
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and/or vomiting > 2
weeks

Stapley (2013) Abdominal pain and Patients > 55 years 0.7 (0.5-0.9)
nausea/vomiting

Stapley (2013) Abdominal pain and low | Patients > 55 years 0.5 (0.4-0.6)
haemoglobin

Stapley (2013) Abdominal pain and Patients > 55 years 0.8 (0.6-1.1)
raised platelets

Mgllmann (1981) Upper abdominal pain > | All patients 0(0-21)
2 weeks and 0/19
gastrointestinal bleeding

Mgllmann (1981) Upper abdominal pain > | All patients 0 (0-44)
2 weeks and 0/7
nausea/vomiting > 2
weeks and
gastrointestinal bleeding

Mgllmann (1981) Upper abdominal pain > | All patients 0 (0-4)
2 weeks and 0/116
nausea/vomiting > 2
weeks and weight
loss/anorexia

Mgllmann (1981) Upper abdominal pain > | All patients 0 (0-20)
2 weeks and weight 0/5
loss/anorexia and
gastrointestinal bleeding

Mgllmann (1981) Upper abdominal pain > | All patients 0(0-4.7)
2 weeks and weight 0/98
loss/anorexia

Stapley (2013) Chest pain and Patients > 55 years 0.9 (0.6-1.4)
epigastric pain

Stapley (2013) Chest pain and reflux Patients > 55 years 0.6 (0.5-0.9)

Stapley (2013) Chest pain and weight Patients > 55 years 1.1 (0.7-1.8)
loss

Stapley (2013) Chest pain and Patients > 55 years 0.6 (0.4-0.8)
nausea/vomiting

Stapley (2013) Chest pain and low Patients > 55 years 0.3 (0.3-0.4)
haemoglobin

Stapley (2013) Chest pain and raised Patients > 55 years 0.8 (0.6-1.2)
platelets

Stapley (2013) Epigastric pain and Patients > 55 years 1.5 (1-2.4)
reflux

Stapley (2013) Epigastric pain and Patients > 55 years 4.2 (1.8-11)
weight loss

Stapley (2013) Epigastric pain and low Patients > 55 years 1.6 (1.1-2.2)
haemoglobin

Stapley (2013) Reflux and loss of weight | Patients > 55 years 3.1(1.5-6.7)

Stapley (2013) Reflux and low Patients > 55 years 0.9 (0.7-1.2)
haemoglobin

Stapley (2013) Weight loss and low Patients > 55 years 1(0.8-1.3)
haemoglobin

Mgllmann (1981) Weight loss/anorexia All patients 0 (0-80)

Suspected Cancer: Appendix F (November 2014)

Page 144 of 1733




DRAFT FOR CONSULTATION

and gastrointestinal 0/2
bleeding

Mgllmann (1981) Weight loss/anorexia All patients 0 (0-80)
and gastrointestinal 0/2
bleeding and
nausea/vomiting > 2
week

Mgllmann (1981) Weight loss/anorexia All patients 0 (0-16.6)
and nausea/vomiting > 2 0/25
week

Stapley (2013) Nausea/vomiting and Patients > 55 years 2.8 (1.7-4.8)
weight loss

Stapley (2013) Nausea/vomiting and Patients > 55 years 1.3 (0.9-2)
epigastric pain

Stapley (2013) Nausea/vomiting and Patients > 55 years 2.3 (1.5-3.5)
reflux

Stapley (2013) Nausea/vomiting and Patients > 55 years 0.9 (0.7-1.1)
low haemoglobin

Stapley (2013) Reflux and raised Patients > 55 years 1.6 (0.9-2.9)
platelets

Stapley (2013) Weight loss and raised Patients > 55 years 1.8 (1.1-3)
platelets

Stapley (2013) Nausea/vomiting and Patients > 55 years 1.4 (1-2.1)
raised platelets

Stapley (2013) Epigastric pain and Patients 2 55 years 1.9 (1-3.8)
raised platelets

Stapley (2013) Low haemoglobin and Patients > 55 years 0.6 (0.6-0.7)
raised platelets

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.62)
symptoms + previous 0/773
dyspepsia

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.91)
symptoms + no previous 0/524
dyspepsia

Mgllmann (1981) Any of the inclusion All patients 0(0-1.2)
symptoms + unchanged 0/407
previous dyspepsia

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.54)
symptoms + no previous 0/890
or changed dyspepsia

Mgllmann (1981) Any of the inclusion All patients 0 (0-1.8)
symptoms + pain 0/257
provoked by meals

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.52)
symptoms + no pain 0/924
provoked by meals

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.7)
symptoms + relief of 0/488
pain by meals

Mgllmann (1981) Any of the inclusion All patients 0 (0-2.8)
symptoms + no pain 0/687
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relief by meals

Mgllmann (1981) Any of the inclusion All patients 0 (0-2.8)
symptoms + irritable 0/167
bowel syndrome

Mgllmann (1981) Any of the inclusion All patients 0 (0-0.42)
symptoms + no irritable 0/1129
bowel syndrome

Please note:

- The calculations of the positive predictive values differ between the all the other included studies
using (TP)/(TP+FP) and Stapley (2013) using other statistics due to the case-control design of these
studies. NR = not reported.

Evidence statement(s):

Abdominal pain (4 studies, N = 3416339) presenting in a primary care setting is associated with an
overall positive predictive value of up to 0.3% for oesophageal cancer. The studies were associated
with 0-3 bias or applicability concerns (see also Tables 1-3).

Anaemia (8 studies, N = 3417170) presenting in a primary care setting is associated with an overall
positive predictive value of up to 0.94% for oesophageal cancer. The studies were associated with 0-
4 bias or applicability concern (see also Tables 1-3).

Dyspepsia (13 studies, N = 52183) presenting in a primary care setting is associated with an overall
positive predictive value of up to 1.2% for oesophageal cancer. The studies were associated with 1-3
bias or applicability concerns (see also Tables 1-3).

Dysphagia (5 studies, N = 4177284) presenting in a primary care setting is associated with an overall
positive predictive value of up to 5.5% for oesophageal cancer. All the studies were associated with
0-1 bias or applicability concerns (see also Tables 1-3).

Other single symptoms (6 studies, N = 3417192) presenting in a primary care setting are associated
with an overall positive predictive values for oesophageal cancer up to 2.3% (for haematemesis).
The studies were associated with 0-4 bias or applicability concerns (see also Table 3).

Two or more symptom presenting in combination (3 studies, N = 43319) in a primary care setting are
associated with overall positive predictive values for oesophageal cancer up to to 9.8% (for
dysphagia and dyspepsia). The studies were associated with 1-3 bias or applicability concerns (see
also Table 4).

Evidence tables

Brignoli (1997)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective patient series from Switzerland.
Was a consecutive or random sample of patients enrolled? | Unclear
Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability
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Patient N = 828; 329 men, 499 women; mean (SD) age = 41-42 (15-16) years.
characteristics and
setting Inclusion criteria: “Adult patients with epigastric complaints were admitted

to the multicentre [omega]-project if their symptoms persisted for over 1
month and their clinical history and appearance did not suggest an organic
disorder (i.e. absence of alarm features, such as gastrointestinal blood loss,
palpable tumour mass, massive weight loss, etc.). The studies were
conducted by general practitioners acting as primary care physicians.”
Exclusion criteria: None listed

Clinical setting: Primary care, Switzerland

Are there concerns that the included patients and setting | Unclear concern
do not match the review question?

INDEX TEST

A. Risk of bias

Index test Epigastric complaints (dyspepsia)

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk
have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference Endoscopy and 84-day follow up.

standard(s)

Is the reference standard likely to correctly classify the No

target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its High risk
interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern
by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing | All patients are accounted for

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES 3 patients had gastric cancer, 0 patients had oesophageal cancer, and 2

patients had cancer outside the digestive tract.

Collins (2012)

Suspected Cancer: Appendix F (November 2014) Page 147 of 1733




DRAFT FOR CONSULTATION

PATIENT SELECTION

A. risk of bias

Patient sampling Retrospective patient series using the THIN database.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient A total of 2135540 patients were identified from 364 practices.
characteristics and Symptoms:

setting Dysphagia (N = 19237; 8846 men, 10391 women), abdominal pain (N =

246998; 102732 men, 144266 women), appetite loss (N = 5838; 2521 men,
3317 women), weight loss (N = 28403; 12938 men, 15465 women),
haematemesis (N = 10792; 6162 men, 4630 women), anaemia (N = 18355;
4563 men, 13792 women).

Incident cases of gastro-oesophageal cancer during the 2-year follow up
period:

N = 1766 (1184 men, 582 women; 32% gastric cancer, 68% oesophageal
cancer).

Inclusion criteria:

Patients aged 30-84 years and registered with practices between 1 January
2000 and 30 June 2008. Entry to the cohort was defined as the latest of the
study start date; the date the patient registered with the practice; and for
those patients with red flag symptoms (see below), the date of the first
recorded onset within the study period.

Exclusion criteria: Patients with a prior diagnosis of gastro-oesophageal
cancer, registration with the general practice < 12 months, or with invalid
dates.

Clinical setting: Primary care, UK

Are there concerns that the included patients and setting | Low concern
do not match the review question?

INDEX TEST

A. Risk of bias

Index test ‘Red-flag’ symptoms: Haematemesis, dysphagia, loss of appetite, weight loss,
anaemia, and abdominal pain.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk
have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference 2-year follow up

standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?
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Were the reference standard results interpreted without Unclear
knowledge of the results of the index tests?
Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing | All patients seem to be accounted for

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

‘ The study did not distinguish between gastric and oesophageal cancer

Droogendijk (2011)

PATIENT SELECTION

A. risk of bias

Patient sampling

Retrospective peripheral hospital laboratory database study serving
265 GPs in Dordrecht (Holland).

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 287; 129 men, 158 women; median (range) age = 70 (19-87) years.
characteristics and
setting Inclusion criteria: All women aged > 50 years and all men aged > 18 years

who between January 2004 and December 2005 were diagnosed with iron-
deficiency anaemia (haemoglobin < 13.7 g/dl in men and < 12.1 g/dl in
women, and a serum ferritin level < 25 pg/l for men and < 20 ug/| for
women).

Exclusion criteria: Patients with a known history of iron-deficiency anaemia in
the previous 2 years, a history of gastrointestinal malignancy or congenital
haemoglobinopathy.

Clinical setting: GPs in Holland

Are there concerns that the included patients and setting | Unclear concern

do not match the review question?

INDEX TEST

A. Risk of bias

New onset iron-deficiency anaemia (haemoglobin < 13.7 g/dl in men and <
12.1 g/dl in women, and a serum ferritin level < 25 ug/l for men and < 20 pg/!
for women).

Index test

Were the index test results interpreted without knowledge ‘ Yes
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of the results of the reference standard?

Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Endoscopy and 12-month follow up.

standard(s)

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing | Itis unclear if all patients are accounted for

Was there an appropriate interval between index test and | Unclear

reference standard?

Did all patients receive the same reference standard? Unclear

Were all patients included in the analysis? Unclear

Could the patient flow have introduced bias? Unclear risk

NOTES In addition to the 24 patients with colorectal cancer, 3 patients had gastric

endometrial cancer.

cancer, 1 patient had oesophageal cancer and 1 patient had locally invasive

Duggan (2008)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective patient series from 43 GP practices in the UK.

Was a consecutive or random sample of patients enrolled? | No

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient N =762; 411 men, 351 women; mean (range) age = 42 (18-73) years.
characteristics and

setting Inclusion criteria: Patients aged 18-70 with dyspepsia thought by the GP to

arise from the upper Gl tract and of sufficient severity to justify empirical
treatment with an H, antagonist or PPI.
Exclusion criteria: Patients thought to be unfit for investigation, with alarm
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symptoms suggestive of malignancy (dysphagia, weight loss > 5 g, anaemia,
haematemesis, melaena or jaundice), previous radiological or endoscopic
diagnosis of peptic ulcer disease or reflux oesophagitis, investigation for
dyspepsia in the previous 5 years with either procedure or symptom onset
within 6 months of commencement of NSAID therapy, previous H. pylori
eradication therapy or more than 3 prescriptions for acid suppression
therapy in the previous 6 months.

Clinical setting: Primary care, UK

Are there concerns that the included patients and setting | Low concern
do not match the review question?

INDEX TEST

A. Risk of bias

Index test Dyspepsia

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk
have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference Endoscopy and 1-2-year follow up.

standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk
interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern
by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing \ At 12-month follow up GP data were available for 753/762.

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES 2 patients had gastric cancer, 2 patients had oesophageal cancer (the authors

report that these patients should not have been included as they had a
history of dysphagia).

Edenholm (1985)

PATIENT SELECTION
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A. risk of bias

Patient sampling Prospective patient series from the Distric General Clinic in Huskvarna,
Sweden.

Was a consecutive or random sample of patients enrolled? | Unclear

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Unclear

Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient
characteristics and
setting

Exclusion criteria: None listed
Clinical setting: GPs in Sweden

N = 187; 96 men, 91 women; mean/median (range) age = 44 (17-80) years.

Inclusion criteria: Patients who between November 1982 and June 1984
called on the clinic because of abdominal pain and who were diagnosed by
the general practitioner as having ulcer-like dyspepsia. The criterion used
was persistent epigastric pain. Most patients also had additional symptoms
such as acid regurgitation, nausea, belching or vomiting.

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test Ulcer-like dyspepsia. The criterion used was persistent epigastric pain.
Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference UGI endoscopy

standard(s)

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

20/187 patients declined endoscopy and it was unsuccessful in a further 2
patients. Thus the PPV is likely to be an over-estimate, calculated as 2/165.

Was there an appropriate interval between index test and

Yes probably

Suspected Cancer: Appendix F (November 2014)

Page 152 of 1733




DRAFT FOR CONSULTATION

reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? No
Could the patient flow have introduced bias? High risk

NOTES

There were a total of 3 cancers confirmed in the 165 patients who received
UGI endoscopy: 1 oesophageal cancer, 1 stomach cancer, and 1 cancer of the
duodenum, the latter of which was included with the stomach cancer

Esfandyari (2002)

PATIENT SELECTION

A. risk of bias

Patient sampling

Prospective/retrospective? patient series from USA

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 100; 49 men, 51 women; mean (SE) age = 64 (2) years.

Inclusion criteria: Patients with new onset dysphagia without a prior work up
who were evaluated at the Cleveland Clinic Foundation outpatient clinic by
their primary care physician.

Exclusion criteria: Neurologial disease, oropharyngeal dysphagia or previous
gastric or oesophageal surgery, and patients without a final diagnosis
explaining their dysphagia.

Clinical setting: Primary care outpatient clinic, USA.

Are there concerns that the included patients and setting
do not match the review question?

High concern

INDEX TEST

A. Risk of bias

Index test New onset dysphagia

Were the index test results interpreted without knowledge
of the results of the reference standard?

Yes

Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Completed clinical and diagnostic testing after an initial barium
standard(s) swallow/upper Gl endoscopy.

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk
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interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing ‘ All patients are accounted for

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

specified

6 patients had malignancy, but the type of malignancy was not further

Farrus Palou (2000)

PATIENT SELECTION

A. risk of bias

Patient sampling

Retrospective consecutive patient series from urban general practice
covering a population of 24000.

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

and 12 g/dl for women).

Clinical setting: Spanish GP

Exclusion criteria: Pregnant women.

N = 87 of whom the data from 29 were unavailable as no etiological diagnosis
was found (due to patient refusal of further investigation [?; 8], lost to follow
up [7], patient deterioration rendering them unsuitable for further
investigation [14]); of the remaining 58 patients there were 14 males, 44
females; mean? (SD?) age = 54.26 (19.95) years.

Inclusion criteria: Patients aged > 14 years who attended the health centre
between 1 October 1995 and 31 September 1996 who were found to have
new onset (previously unknown) anaemia (haemoglobin < 13 g/dl for men

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test Anaemia (haemoglobin < 13 g/dl for men and 12 g/dl for women)
Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?
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B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Follow up | think
standard(s)

Is the reference standard likely to correctly classify the
target condition?

Unclear

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Unclear risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Unclear concern

FLOW AND TIMING

A. risk of bias

Flow and timing \ No diagnosis available for 29/87 patients

Was there an appropriate interval between index test and | Unclear

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? High risk

NOTES This paper is published in Spanish. One patient had gastric cancer, 2 patients
had colon cancer.

Hallissey (1990)

PATIENT SELECTION

A. risk of bias

Patient sampling Propective consecutive patient series from a group of 10 general

practices in England.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 2585 aged > 40 years. No other information reported. The patient group

characteristics and was equally divided between new patients with dyspepsia, old patients with

setting uninvestigated dyspepsia, and old patients with investigated dyspepsia.

Exclusion criteria: None listed.

Inclusion criteria: All patients over 40 years making their first attendance
during the study period (4 years and 9 months) with any degree of dyspepsia

Clinical setting: Primary care, England.

Are there concerns that the included patients and setting ‘ Unclear concern
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do not match the review question?

INDEX TEST

A. Risk of bias

Index test Dyspepsia of any degree

Were the index test results interpreted without knowledge
of the results of the reference standard?

Yes

Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Upper gastrointestinal endoscopy within 4 weeks and follow up.
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ 2659 patients were seen and 2585 attended for investigation

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

Malignancy was detected in 115 patients: Gastric adenocarcinoma (57),
gastric lymphoma (1; added to the gastric adenocarcinoma data in the PPV),
oesophageal cancer (15), colorectal (14), pancreatic (6), bronchial (8),
prostatic (2), duodenal (1, also added to the gastric carcinoma data in the
PPV), liver (1), gall bladder (1), carcinoid (1), uterine (1), leukaemia (1),
carcinomatosis of unknown primary (7).

Hansen (1998)

PATIENT SELECTION

A. risk of bias

Patient sampling

clinic in Denmark.

Prospective patient series from general an open-access endoscopy

Was a consecutive or random sample of patients enrolled?

Yes

Was a case-control design avoided?

Yes
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Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 612 from 66 GPs; 288 males / 324 females; mean age (SD) = 47 (16.8)

characteristics and years.
setting

contyraindicated.
Clinical setting: GPs in Denmark

Inclusion criteria: “All general practitioners (n = 108) in the city of Odense
(population, 170,000) were invited to participate in the study. GPs were
asked to refer all patients who consulted them with dyspepsia, regardless of
the severity of the symptoms. To obtain compliance with this request the
participating GPs were sent numerous reminders. Because of a limited
endoscopy capacity not all GPs took part in the study at the same
time.”Study period was 11 March 1991-27 March 1992.

Exclusion criteria: Aged < 18 years, signs of UGI bleeding, abdominal
emergency, jaundice, previous surgery in the UGI tract except for closure of
an ulcer, supposed acute bacterial or viral infection, pregnancy, or endoscopy

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test Epigastric or retrosternal pain or discomfort, with or without heartburn,

proximal alimentary tract.

nausea, vomiting, and any other symptom considered to be referable to the

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Endoscopy within 1 week of referral and follow up
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing 56 eligible patients declined participation. These patients were olkder than
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the study group (mean age = 52 years versus 47 years) and they were
characterised by a shorter dyspepsia history (median duration = 1 month,
range = 4 days to 35 years versus 2 months, rangfe = 4 days to 14 years).
Fewer of the non-participating patients had had a previous endoscopy or UGI
radiography (22% versus 43%, but identical proportions of the patients had
an ulcer history (11% versus 14%).

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? Unclear risk

NOTES There were a total of 4 cancers histologically confirmed in the study. No

subclassification of the cancers reported. Follow up of the 364 patients with
normal endoscopy revealed missing date in 5% of the cases and 1 lymphoma
and 1 rectal carcinoma. These 6 cancers (NOS) are included in the overall PPV
for dyspepsia.

Heikkinen (1995)

PATIENT SELECTION

A. risk of bias

Patient sampling

Consecutive patient series from 11 GPs (from 3 rural health centres)
and from the catchment area of 6 physicians in the health centre of an
urban area (population [individuals > 14 years old] of study area =
24600) in Finland.

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 400; 152 males, 248 females; 77% were > 44 years.

Inclusion criteria: Consecutive patients who consulted their GP from January
11th 1993 to January 12™ 1994 for dyspepsia (defined as upper abdominal or
retrosternal pain, discomfort, heartburn, nausea, vomiting, or other
symptoms considered to be referable to the proximal alimentary tract).
Exclusion criteria: Patients with symptoms of an acute condition within the
abdomen or who had had an upper intestinal endoscopy performed within
the last 3 months or aged < 15 years

Clinical setting: Primary care, Finland.

Are there concerns that the included patients and setting | Unclear concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Dyspepsia (defined as upper abdominal or retrosternal pain, discomfort,
heartburn, nausea, vomiting, or other symptoms considered to be referable
to the proximal alimentary tract).

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?
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Could the conduct or interpretation of the index test
have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias
Reference Upper gastrointestinal endoscopy, upper abdominal ultrasound, more
standard(s) detailed interview, blood count, serum screening (creatinine, alkaline

phosphatise, alanine aminotransferase, amylase, and C-reactive protein),

lactose intolerance test, and follow up of > 1 month.

Is the reference standard likely to correctly classify the Yes
target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ All patients appear to be accounted for

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

tissue).

In total N =9 had cancer: 0 colorectal, 2 oesophageal and 7 stomach (of
which 3 were lymphomas of the MALT type (Mucosa-associated lymphoid

Hippisley-Cox (2011)

PATIENT SELECTION

A. risk of bias

Patient sampling

(version 30).

Prospective patient series using patients in the QResearch database

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and

setting Townsend score = -0.2 (3.6).

Symptoms:

A total of 1238971 patients were identified from 189 practices (621478
males, 617493 females), mean (SD) age = 50.1 (15) years, mean (SD)

Current dysphagia (N = 8165), current haematemesis (N = 7119), current
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abdominal pain (N = 126161), current appetite loss (N = 6133), current
weight loss (N = 5377), tiredness in the last year (N = 14119), haemoglobin
recorded in the last year (N = 12638, haemoglobin < 11 g/dl in the lasy year
(N =218862.

Incident cases of gastro-oseophageal cancer during the 2-year follow up
period:

N = 1343 (776 oesophageal and 567 gastric).

Inclusion criteria:

All practices in England and Wales that had been using their Egton Medical
Information Systems (EMIS) computer system for 2 a year were included.
Two-thirds of practices were randomly allocated to the derivation dataset
and the remaining practices were allocated to the validation dataset. An
open cohort of patients aged 30—84 years was identified, drawn from
patients registered with practices between 1 January 2000 and 30 September
2010. Entry to the cohort was defined as the latest of the study start date (1
January 2000); 12 months after the patient registered with the practice; and
for those patients with red flag symptoms (see below), the date of the first
recorded onset within the study period. The relevant data for the present
purposes is only available for the validation cohort, therefore only
information pertaining to these patients will be reported.

Exclusion criteria: Patients without a postcode-related Townsend score,
patients with a history of gastro-oesophageal cancer at baseline, and patients
with a recorded ‘red-flag’ symptom in the 12 months prior to the study entry
date.

Clinical setting: Primary care, UK

Are there concerns that the included patients and setting | Low concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

‘Red-flag’ symptoms: Incident dysphagia, haematemesis, loss of appetite,
weight loss, anaemia, and abdominal pain.

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference 2-year follow up

standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without Unclear

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability
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Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

A total of 1342329 patients were initially identified of whom 103358 patients
were excluded for the following reasons: No recorded Townsend score (N =
70847), history of gastro-oesophageal cancer (N = 538), and > one ‘red flag’
symptom recorded in the 12 months prior to study entry (N = 31973), leaving
1238971 patients. However, data is presented for 963040/1238971 patients
for all symptoms. The missing data does not appear to include any of the
cancer cases, but it is unclear whether some of the missing data includes
symptomatic patients, i.e., false positives.

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? Unclear risk

NOTES ‘ Results not presented separately for gastric and oesophageal cancer
Jaskiewicz (1991)

PATIENT SELECTION

A. risk of bias

Patient sampling

Patient series from a program aimed at screening patients with chronic
gastric complaints for gastric carcinoma in the South and North-
Western Cape Province of South Africa.

Was a consecutive or random sample of patients enrolled? | Unclear
Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 585, 355 males, 230 females; mean (range) age males = 45.1 (19-87)
years, mean (range) age females = 47.2 (19-87) years.

Inclusion criteria: “participants who were treated for dyspeptic complaints
such as epigastric pain, heartburn, post-prandial pain and bloating, vomiting
or nausea wiuth a duration of at least 3 months. Patients represented various
areas in the south-and north-western Cape province including Namaqualand,
and formed part of a programme aimed at screening patients with chronic
gastric complaints for gastric caercinoma.”

Exclusion criteria: None listed

Clinical setting: Unclear, South Africa.

Are there concerns that the included patients and setting | Unclear concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Unspecified dyspepsia (dyspeptic complaints such as epigastric pain,
heartburn, post-prandial pain and bloating, vomiting or nausea wiuth a
duration of at least 3 months).
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Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Unclear concern

REFERENCE STANDARD

A. risk of bias

Reference
standard(s)

Endoscopy

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

\ All patients appear to be accounted for

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

‘ In total N = 16 had gastric cancer. No oesophageal cancers reported

Jones (2007)

PATIENT SELECTION

A. risk of bias

Patient sampling

Retrospective consecutive patient series using patients in the UK’s
General Practice Research Database.

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient A total of 923605 patients were identified, of whom 762325 were aged > 15
characteristics and years.
setting Number of first occurrences in patients with no previous diagnosis of cancer:

Haematuria: N = 11138, mean (SD) age at first symptom = 58.5 (18.9) years.
Patients excluded due to incomplete dates for their first symptom: N = 30.
Sex (of final sample): 6385 males, 4723 females.
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symptom was not recorded.
Clinical setting: Primary care

Haemoptysis: N = 4822, mean (SD) age at first symptom = 61.6 (18) years.
Patients excluded due to incomplete dates for their first symptom: N = 10.
Sex (of final sample): 2930 males, 1882 females.

Dysphagia: N = 6003, mean (SD) age at first symptom = 54.5 (19.4) years.
Patients excluded due to incomplete dates for their first symptom: N = 4. Sex
(of final sample): 2628 males, 3371 females.

Rectal bleeding: N = 15314, mean (SD) age at first symptom = 52.5 (18.8)
years. Patients excluded due to incomplete dates for their first symptom: N =
25. Sex (of final sample): 7523 males, 7766 females.

Inclusion criteria: All patients from 128 general practices that provided
data of a sufficient standard from 1 January 1994 to 31 December
2000 and which provided exclusively Read coded data, who were aged
between 15 and 100 years, whose first ever recorded occurrence of
each alarm symptom (haematuria, haemoptysis, dysphagia, or rectal
bleeding) was after 31 December 1994 and who had not previously
been diagnosed as having any cancer.

Exclusion criteria: Patients whose date of first symptom or first relevant
diagnosis of cancer was before 1 January 1995 and patients with a diagnosis
of any other cancer than the ones of interest before the date of the first
recorded symptom or before the index cancer diagnosis date if the related

Are there concerns that the included patients and setting
do not match the review question?

Low concern

INDEX TEST

A. Risk of bias

Index test Identification of all patients who ever had symptoms recorded for
haematuria, haemoptysis, dysphagia, or rectal bleeding.

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias
Reference Cancer code in the UK’s General Practice Research Database:
standard(s) Haematuria: Urinary tract neoplasms, including neoplasms of the urethra,

other reproductive organs.

Dysphagia: Oesophageal neoplasms.

bladder, ureter, and kidney but excluding neoplasms of the prostate and
Haemoptysis: Respiratory tract neoplasms.

Rectal bleeding: Colorectal neoplasms.

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

Unclear (but all patients had a positive
index test)
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Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing | All patients are accounted for in the results.

Was there an appropriate interval between index test and | Unclear

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES Diagnoses of cancer were most often made in the first three months after

symptoms showed for:

the onset of alarm symptoms; very few diagnoses of cancer were made later
than three years after symptom onset. In the 4th and 5th years of study, the
small number of observed occurrences of cancer was similar to the number
expected from background incidence rates.

Secondary analyses evaluating whether the incidence of neoplasms other
than those prespecified was increased after the occurrence of alarm

Haematuria: Inclusion of cancers of the reproductive organs yielded 21
additional cancers in women and 158 cancers in men, mostly cancers of the
prostate. Inclusion of these cancers in the analysis would give a positive
predictive value of 3.9% in women and 9.9% in men.

Dysphagia: Inclusion of gastric cancers yielded 17 additional cancer diagnoses
in women and 30 in men. Inclusion of these cancers gave positive predictive
values of 5.2% in women [reported in the paper, however, the numbers
reported do not match up and | think the PPV is instead 2.91%; 98/3371] and

6.9% in men.
Estimates based on the pre-specified cancers may be thus conservative for
these symptoms.
Haemoptysis: Extension of the diagnostic criteria yielded 6 additional
cancers.
Rectal bleeding: Extension of the diagnostic criteria yielded 2 additional
cancers.

Kagevi (1989)

PATIENT SELECTION

A. risk of bias

Patient sampling Propective consecutive patient series from a primary care centre in

Sweden.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability
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Patient
characteristics and
setting

to participate.

N =172; 88 men, 84 women; mean (SD) age = 43 (16) years.

Inclusion criteria: “All patients visiting the medical center with complaints
referable to the digestive tract were considered for inclusion. Even when the
patient consulted the primary care center because of another complaint and
coincidentally mentioned gastrointestinal problem, the patient was
considered for inclusion. The patient’s gastrointestinal problem could have
been reported in connection with an earlier visit at the primary care center.”
Exclusion criteria: Patients with jaundice, gastrointestinal bleeding or acute
abdominal pain were excluded and so were patients judged to have a non-
gastro-enterologic cause of their symptoms (gynaecologic problems,
spondylosis deformans, etc), patients aged < 16 years and patients unwilling

Clinical setting: Primary care Center, Sweden.

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test Dyspepsia defined as any pain, discomfort, or other symptoms referable to
the digestive tract 2 2 weeks. Symptoms could be intermittent or continuous.

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Esophagogastroduodenoscopy withion 1 week and 6 month follow up.
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ 13/185 patients were excluded as they did not want to have an endoscopy

Was there an appropriate interval between index test and | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk
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NOTES | 2 patients had gastric cancer, 0 patients had oesophageal cancer.

Mahadeva (2008)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective patient series from the Primary Care Clinics of the

University of Malaya in Malaysia

Was a consecutive or random sample of patients enrolled? | Unclear

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Unclear

Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient N = 432; 198 males/234 females; mean ages (SDs) = 30-31 (8) years.
characteristics and

setting Inclusion criteria: “All patients were recruited from the Primary Care Clinics

2004 until October 2005.

inflammatory drugs.

of the University of Malaya, which provide a regular service to the local
community. Patients aged < 45 years presenting with uninvestigated
dyspepsia were invited to participate in the study”, which ran from January

Exclusion criteria: Age > 45 or < 18 years; symptoms of weight loss,
progressive dysphagia or those suggestive of anaemia; pregnancy; previous H
pylori testing; any contra-indication to to endoscopy or sedation; failure to
turn up for initial test ; and on regular doses of non-steroidal anti-

Clinical setting: Primary care clinic, Malaysia

Are there concerns that the included patients and setting
do not match the review question?

High concern

INDEX TEST

A. Risk of bias

Index test Uninvestigated dyspepsia. Dyspepsia defined as predominant upper

abdominal discomfort for > 4 weeks, with any associated symptoms,
including heart burn and regurgitation.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Follow up + upper endoscopy (oesophagogastroduodenoscopy)
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk
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interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing 39/471 eligible patients were excluded from the study for the following

reasons: 34/39 patients declined to participate, 3/39 became pregnant
before the test, 1/39 emigrated from the country and 1/39 had missing data.

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES One patient was found to have cancer, which was metastatic pancreatic

cancer. No oesophageal or gastric cancers were reported.

Meineche-Schmidt (2002)

PATIENT SELECTION

A. risk of bias

Patient sampling ‘ Consecutive patient series from 82 GPs in Denmark.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 1491; 688 males, 803 females; age groups: 18-37 years: N = 377; 38-50

characteristics and years: N = 369; 51-64 years: N = 338; 65- years: N = 402.

setting

Exclusion criteria: None listed.

Inclusion criteria: Consecutive patients who consulted their GP between June
1991 and May 1993 for dyspepsia (defined as pain or discomfort in the
abdomen judged by the GP to be related to the gastrointestinal tract).

Clinical setting: Primary care, Denmark.

Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test Dyspepsia (defined as pain or discomfort in the abdomen judged by the GP to

be related to the gastrointestinal tract).

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or

Low concern
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interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference 18 months-3 years and 10 months follow up.
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk
interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern
by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing ‘ All patients appear to be accounted for

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES In total N = 31 had cancer: 17 colorectal, 8 gastro-oesophageal (no subgroup

analyses presented for these patients) and 6 other.

Muris (1993)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective consecutive patient series from 11 general practitioners in
Maastricht (Holland)

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 578; 212 males, 342 females; age groups: 18-39 years: N = 295; 40-49
characteristics and years: N = 80; 50-59 years: N =91; 60-75 years: N = 88.

setting
Inclusion criteria: Patients who during a 3-month period consulted one of the
participating GPs for abdominal complaints.

Exclusion criteria: Patients aged < 18 years and patients with a condition
necessitating immediate referral or admission to hospital.

Clinical setting: GPs in Holland

Are there concerns that the included patients and setting | Unclear concern
do not match the review question?

INDEX TEST
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A. Risk of bias

Index test Abdominal complaints. Not further specified, but the authors do report that

the duration of pain before the patient presented for the first time for the
evaluation of abdominal pain varied from some days to more than 1 year.

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Unclear concern

REFERENCE STANDARD

A. risk of bias

Reference Follow up for 15 months.
standard(s)

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing \ All patients appear to be accounted for

Was there an appropriate interval between index test and | Unclear

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES Although not explicitly stated by the authors it is implied that the patients
included were those presenting with the abdominal complaint for the first
time.

Mglimann (1981)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective patient series from an open-access gastroscopy clinic in

Denmark.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Suspected Cancer: Appendix F (November 2014)

Page 169 of 1733




DRAFT FOR CONSULTATION

Patient
characteristics and
setting

N = 1480; gender not reported; 40-44 years: N = 144; 45-49 years: N = 186;
50-69 years: N = 882; 70-74 years: N = 130; 75-79 years: N = 83; 80-89 years
N =47:90- years: N = 8.

Inclusion criteria: All patients who, for a 2-year period, presented to their GP
with (any of) the following symptoms were referred to the open access
gastroscopy clinic: Upper abdominal pain > 2 weeks, nausea and/or vomiting
> 2 weeks, weight loss and/or anorexia, gastrointestinal bleeding, and
anaemia (i.e., Hb < 80%).

Exclusion criteria: Patients who had been examined for any of the above
symptoms within the last 6 months.

Clinical setting: GPs in Denmark

Are there concerns that the included patients and setting | Unclear concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Upper abdominal pain > 2 weeks, nausea and/or vomiting > 2 weeks, weight
loss and/or anorexia, gastrointestinal bleeding, and anaemia (i.e., Hb < 80%).

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern

interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference 2-stage process: Gastroscopy with photography, using a gastrocamera,

standard(s) performed with only local anaesthesia of the pharynx. If this investigation
disclosed abnormal conditions, the next stage was gastroscopy, possibly with
biopsy, using diazepam sedation.

Is the reference standard likely to correctly classify the Unclear

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Unclear risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern

by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing

177/1480 patients declined endoscopy, 2/1480 did not show up for
endoscopy, and it was unsuccessful in a further 24 patients, leaving 1277
patients. However, the paper reports that only 1273 had primary endoscopy,
and then reports the results for between 1181 and 1297 patients.

Was there an appropriate interval between index test and | Yes probably

reference standard?
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Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? No

Could the patient flow have introduced bias? High risk

NOTES There were a total of 18 gastric cancers confirmed in the study. No

oesophageal cancers were reported.
This research was published in 2 papers.

Stapley (2013)

PATIENT SELECTION

A. risk of bias

Patient sampling

Matched case-control study using patients in the UK’s General Practice
Research Database (GPRD).

Was a consecutive or random sample of patients enrolled? | No

Was a case-control design avoided? No
Did the study avoid inappropriate exclusions? Yes
For diagnostic case-control studies: Yes

Attempts were made within the design or analysis to
balance the comparison groups for potential confounders?

For diagnostic case-control studies: Yes

The groups were comparable at baseline, including all
major confounding and prognostic factors?

Could the selection of patients have introduced bias? High risk

B. Concerns regarding applicability

Patient
characteristics and
setting

Cases:

Oesophageal cancer cases:

N = 4854, 3174 males / 1680 females; aged 40-54 years: N = 387; 55-69
years: N =1712; 70-84 years: N = 2230; 2 85 years: N = 532.

Gastric cancer cases:

N = 2617, 1625 males / 992 females; aged 40-54 years: N = 130; 55-69 years:
N =671; 70-84 years: N = 1437; > 85 years: N = 382.

Median number of consultations (all cases) = 26 (IQR = 15-42)

Controls:

Oesophageal cancer controls:

N = 21506, gender not reported; aged 40-54 years: N = 1539; 55-69 years: N
=7473; 70-84 years: N = 10296; > 85 years: N = 2198.

Gastric cancer controls:

N = 11371, gender not reported; aged 40-54 years: N = 497; 55-69 years: N =
2887; 70-84 years: N = 6431; > 85 years: N = 1556.

Median number of consultations (all controls) = 15 (IQR = 7-28)

Inclusion criteria:

Cases: Patients with a record of one of 42 (18 oesophageal, 24 gastric) GPRD
tumour diagnostic codes between January 2000 and December 2009
inclusive, aged > 40 years, with min. 1 year of data before diagnosis. The first
instance of a oesophago-gastric cancer code was assigned the data of
diagnosis/index date.

Controls: Up to 5 controls were matched to cases on sex, general practice,
and to 1 year of age of the case. The index date was the index date of the
matched case.
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the year before diagnosis.
Clinical setting: Primary care, UK

Exclusion criteria: Oesophago-gastric cancer (controls), no consultations in

Are there concerns that the included patients and setting
do not match the review question?

Low concern

INDEX TEST

A. Risk of bias

Index test All symptoms, physical signs or abnormal investigations compiled from the

oesophago-gastric cancer literature were studied, and supplemented by
literature from relevant cancer websites. The GPRD’s code list has many
synonyms for for similar symptoms, often including additional description
such as severity or duration. These synonyms were identified and merged.
The dyspepsia variable merged codes with either the word ‘dyspepsia’ or
‘indigestion’; the reflux variable included ‘regurgitation’ as well as ‘reflux’;
the variable ‘epigastric pain’ required a precise analtomical description,
whereas the variable ‘abdominal pain’ incorporated all other abdominal pain
variables without a precise analtomical description. Occurrences of these
features in the year before the index date were identified. Features were
only retained for further study if they occurred in 25% of cases or controls.
For laboratory tests, the local laboratory range was used to identify abnormal
results. Patients without a test were considered to be the same status as
those with a normal result. All hepatic enzyme results were merged into a
composite variable, deemed abnormal if any enzyme was raised; similarly,
abnormal erythrocyte sedimentation rate, plasma viscosity and C-reactive
protein were collated into a single variable called raised inflammatory
markers. All codes for fractures were also identified, as a test for any
recording bias between cases and controls (making the assumption that the
fracture rate would be approximately equal).

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

For diagnostic case-control studies: Yes
Investigators were kept 'blind' to other important

confounding and prognostic factors?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Oesophago-gastric cancer code in the UK’s General Practice Research
standard(s) Database.

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without Unclear

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability
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Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing A total of 45356 patients were identified, 37699 controls and 7657 cases. Of

metastatic cancer (N = 10).

the controls the following exclusions were applied: Already used as a case (N
= 252), case excluded (N = 808), duplicate control (N =427) and no data in
year pre-index date (N = 3335). Of the cases the following exclusions were
applied: No controls (N = 17), OG cancer diagnosis before 2000 (N = 28), case
already used as case (for other O/G cancer: N = 131) and case with

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES ‘ Results are not split for oesophageal cancer and gastric cancer.

Stellon (1997)

PATIENT SELECTION

A. risk of bias

Patient sampling Prospective? consecutive patient series from semi-rural UK general
practice with a patient list between 2400-3400 during the study
period.

Was a consecutive or random sample of patients enrolled? | Yes

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes

Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient N = 26; 5 males, 21 females; age range = 51-87 years.

characteristics and

setting Inclusion criteria: All patients aged > 50 years found to have iron deficiency

Exclusion criteria: None listed.
Clinical setting: UK GP

anaemia between January 1989 and March 1994.

Are there concerns that the included patients and setting
do not match the review question?

Low concern

INDEX TEST

A. Risk of bias

Index test Iron deficiency anaemia (< 12 g/dl haemoglobin and/or mean corpuscular
volume < 80 fl with ferritin < 16 ng/I)

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern
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REFERENCE STANDARD

A. risk of bias

Reference Follow up during 5 year study period.
standard(s)

Is the reference standard likely to correctly classify the Yes
target condition?

Were the reference standard results interpreted without No
knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ All patients appear to be accounted for

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES \

Thomson (2003)

PATIENT SELECTION

A. risk of bias

Patient sampling

Propective patient series from a group of 49 family physician practices

in Canada.
Was a consecutive or random sample of patients enrolled? | Unclear
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 1040, 520 males / 520 females; mean (range) age =45.6 (18-84) years.

Inclusion criteria: Patients > 18 years with a primary complaint of 2 3 months
intermittent or continuous dyspepsia.
pump inhibitiors within 30 days or prokinetics or prescription H,-receptor
antagonists (H,RAS) within 14 days of enrolment.

Exclusion criteria: Heartburn or acid regurgitation as their sole symptom;
documented history of upper Gl pathology/surgery; clinical investigation of
dyspepsia by endoscopy or radiology in the previous 6 months or more than
twice in the past 10 years; H. pylori eradication treatment in the previous 6
months; irritable bowel syndrome as assessed by the presence of > manning
criteria; or severe concurrent disease.

Clinical setting: Family physician practice, Canada.

Patients could not have used proton
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Are there concerns that the included patients and setting
do not match the review question?

Unclear concern

INDEX TEST

A. Risk of bias

Index test

regurgitation.

Dyspepsia defined as symptom complex of epigastric pain/discomfort in
association with other upper Gl symptoms, including heartburn and acid

Were the index test results interpreted without knowledge | Yes
of the results of the reference standard?
Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference Upper gastrointestinal endoscopy within 10 days and 6-months follow up.
standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

All patients are accounted for. 1100/1171 enrolled patients consented to
endoscopy, but 60/1100 did not received endoscoy (eligibility criteria not
fulfilled [27], lost to follow up [3], withdrew consent [9], non-compliant with
the protocol [1], endoscopy-intolerable [2], other [18]).

Was there an appropriate interval between index testand | Yes
reference standard?

Did all patients receive the same reference standard? Yes
Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk

NOTES

Malignancy was detected in 2 patients: Gastric (MALToma; 1), oesophageal
cancer (1).

Tosetti (2010)

PATIENT SELECTION

A. risk of bias

Patient sampling

‘ Prospective patient series from 63 general practitioners in Italy

Was a consecutive or random sample of patients enrolled?

Unclear
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Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Unclear
Could the selection of patients have introduced bias? High risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 275; 124 males, 151 females; median age (range) = 46 (18-92) years.
Symptoms: Epigastric pain (72%), prolonged digestion (51.6%), heartburn
(49.1%), epigastric postprandial fullness (45.5%), epigastric distension
(41.5%), nausea (38.5%), acid regurgitation (34.5%), belching (28.7%), early
satiety (20.7%).

Inclusion criteria: “Each GP enrolled in the survey patients who, over a three-
month period, presented with UGI [upper gastro-intestinal] symptoms at the
first onset without alarming features.”

Exclusion criteria: “Patients with either previous or recurrent complaints or
previously investigated for UGI symptoms were not included”.

Clinical setting: GPs in Italy

Are there concerns that the included patients and setting
do not match the review question?

High concern

INDEX TEST

A. Risk of bias

Index test New onset UGI symptoms without alarming features. Not further specified.
Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

High concern

REFERENCE STANDARD

A. risk of bias

Reference
standard(s)

1-year follow up.

Is the reference standard likely to correctly classify the
target condition?

Unclear

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Unclear risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

‘ All patients appear to be accounted for

Was there an appropriate interval between index test and | Unclear
reference standard?
Did all patients receive the same reference standard? Yes
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Were all patients included in the analysis? Yes
Could the patient flow have introduced bias? Low risk
NOTES Cancers diagnosed in these patients were: Pancreas (1/275), and

oesophageal (1/275).

Vakil (2009)

PATIENT SELECTION

A. risk of bias

Patient sampling

Prospective patient series

Was a consecutive or random sample of patients enrolled? | Unclear

Was a case-control design avoided? Yes

Did the study avoid inappropriate exclusions? Yes (probably)
Could the selection of patients have introduced bias? Unclear risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 2741, mean (range) age = not reported (not reported) years, numbers of
females/males: Not reported.

Inclusion criteria: Patients aged 18-70 years who met Rome |l criteria for
dyspepsia (intermittent or continuous pain or burning centered in the upper
abdomen for = 3 months).

Exclusion criteria: Past diagnosis of gastro-oesophageal reflux disease,
predominant symptom of heartburn or regurgitation, history of heartburn or
regurgitation > 2 days/week, treatment > 2 days/week with non-steroidal
anti-inflammatory drugs or cyclooxygenase-2 selective inhibitors or aspirin
(except for cardiovascular prophylaxis at doses < 325 mg/day), concurrent
alarm features (e.g., dysphagia, recurrent vomiting, unexplained anaemia,
gastro-intestinal bleeding), H pylori eradication treatment within 12 months,
maintenance therapy with either a proton pump or an H2-receptor
antagonist within 6 months.

Clinical setting: The study was conducted in 190 primary care health centers
in 17 countries (Argentina, Belgium, Brazil, Canada, Denmark, France,
Germany, Greece, Iceland, Italy, Norway, Romania, Singapore, South Africa,
Spain, Sweden, Switzerland). Patients were recruited from primary care
clinics where flyers publicising the study were placed and the primary care
physicians recruited patients presenting to their offices with dyspepsia
[random or consecutive sampling unlikely].

Are there concerns that the included patients and setting | Low concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Dyspepsia/ intermittent or continuous pain or burning centered in the upper
abdomen for 2 3 months. Symptoms were evaluated using a scale validated
in a number of languages

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability
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Are there concerns that the index test, its conduct, or
interpretation differ from the review question?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference
standard(s)

All patients received outpatient endoscopy

Is the reference standard likely to correctly classify the
target condition?

Yes

Were the reference standard results interpreted without
knowledge of the results of the index tests?

No (but all patients had a positive
index test)

Could the reference standard, its conduct, or its
interpretation have introduced bias?

Low risk

B. Concerns regarding applicability

Are there concerns that the target condition as defined
by the reference standard does not match the question?

Low concern

FLOW AND TIMING

A. risk of bias

Flow and timing

| All the patients are accounted for in the results.

Was there an appropriate interval between index test and | Yes (probably)
reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES

Supported by AstraZeneca R&D Sweden. The authors state that “The sponsor
did not play any role in the calculations or in the writing of the manuscript”.
Six patients had cancer: 3 oesophagus and 3 stomach.

Yates (2004)

PATIENT SELECTION

A. risk of bias

Patient sampling

laboratories.

Retrospective database study using the laboratory databases of two
district general hospitals including all the general practices using these

Was a consecutive or random sample of patients enrolled? | Yes
Was a case-control design avoided? Yes
Did the study avoid inappropriate exclusions? Yes
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

81) years.

N = 431; 154 males, 277 females; median age (inter-quartile range) = 75 (65-

Inclusion criteria: All female patients aged > 50 years and male patients aged
> 20, with haemoglobin concentrations < 110 g/| (women) or < 120 g/l (men),
and mean cell volume < 82 fl (district 1) or 78 fl (district 2), and red cell count
< 5.5 x 10"/ between June 1997 and May 1998.

Exclusion criteria: History of anaemia within previous 12 months, known
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haematological abnormalities (e.g., haemoglobinopathy), unavailable notes
at follow up. That is, patients with a history of cancer were not excluded.

Clinical setting: UK GP

Are there concerns that the included patients and setting | Unclear concern

do not match the review question?

INDEX TEST

A. Risk of bias

Index test

Iron deficiency anaemia (haemoglobin concentrations < 110 g/l (women) or <
120 g/l (men), and mean cell volume < 82 fl (district 1) or 78 fl (district 2),
and red cell count < 5.5 x 10"%/1)

Were the index test results interpreted without knowledge | Yes

of the results of the reference standard?

Could the conduct or interpretation of the index test Low risk

have introduced bias?

B. Concerns regarding applicability

Are there concerns that the index test, its conduct, or Low concern
interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference Minimum 3 years follow up.

standard(s)

Is the reference standard likely to correctly classify the Yes

target condition?

Were the reference standard results interpreted without No

knowledge of the results of the index tests?

Could the reference standard, its conduct, or its Low risk

interpretation have introduced bias?

B. Concerns regarding applicability

Are there concerns that the target condition as defined Low concern

by the reference standard does not match the question?

FLOW AND TIMING

A. risk of bias

Flow and timing

\ All patients appear to be accounted for

Was there an appropriate interval between index testand | Yes

reference standard?

Did all patients receive the same reference standard? Yes

Were all patients included in the analysis? Yes

Could the patient flow have introduced bias? Low risk

NOTES In total N = 48 had gastrointestinal cancer (11 upper, 2 small bowel and 35

lower, including recurrent tumours) and N = 23 had non-gastrointestinal
cancers, but the study only reports the type of some of these cancers (3 lung
+ 1 lung tumour secondary to a previous breast tumour, 1 ovary, 2 bladder, 1
Hodgkin’s, 1 Non-Hodgkin’s, 1 endometrial sarcoma, 1 lymphoma, 1
endometrial) and has therefore not been added to the evidence reviews for
the non-gastrointestinal cancers. The paper considers both the lower
gastrointestinal cancers and the small bowel cancers as colorectal cancer and
in order to present subgroup analyses by gender | have maintained this
grouping and not added this paper to the evidence review for small intestine.
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