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UROLOGICAL CANCERS

PROSTATE CANCER

Review question:

What is the risk of prostate 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 858 103 27/11/2012
Premedline All-2012 33 3 27/11/2012
Embase All-2012 2023 82 28/11/2012
Cochrane Library | All-2012 134 0 28/11/2012
Psychinfo All-2012 33 4 27/11/2012
Web of Science All-2012 540 66 28/11/2012
(SCI & SSCI) and

ISI Proceedings

Biomed Central All-2012 29 4 28/11/2012

Total References retrieved (after de-duplication): 215

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

Medline 11/2012- 115 11 26/08/2014
26/08/2014

Premedline 11/2012- 57 1 26/08/2014
26/08/2014

Embase 11/2012- 289 10 26/08/2014
26/08/2014

Cochrane Library 11/2012- 77 0 26/08/2014
26/08/2014

Web of Science (SCI & 11/2012- 160 5 26/08/2014

SSCI) and ISl Proceedings | 26/08/2014

Total References retrieved (after de-duplication): 24
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# of records identified through database

searching: N = 239

# of additional recards identified
through other sources: N =4

!

‘# of records screened: N = 243 |4.{# of records excluded: N = 217

|# of full-text articles assessed for eligibility: N = 26 |

|# of studies included in qualitative synthesis: N =4 ‘

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

Risk of bias in the included studies

The risk of bias and applicability concerns are summarised per study in the figure below. The main
issue to note is that 4/5 studies employed samples of patients that are not directly representative of
an unselected symptomatic population of patients presenting to the UK-based GP and the 5th study
employed a case-control design which has been shown to inflate the test accuracy characteristics.
However, the statistical analyses employed by the authors may have gone some way in
counteracting this influence. Three of the studies also employed reference standards that are
subject to an unclear risk of bias; all of which must be born in mind when evaluating the evidence

contributed by these studies.

Bouwman (2007)
Deyo (1988)
Friedlander (2014)
Hallissey (1990)

Hamilton (2006)
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Study results

Table 1: Prostate cancer:

Single symptoms

Study

Symptom(s)

Patient group

Positive predictive
value (95% CI)%

Bouwman (2007) Urinary symptoms Males aged > 50 years | 7.37 (5-10.7)
26/353

Deyo (1988) Back pain Male patients 0. 13 (0.007-0.9)
1/750

Friedlander (2014) Haematuria All included patients 0.61 (0.36-1.03)
15/2455

Hamilton (2006) Haematuria All included patients 1(0.57-1.8)

Hamilton (2006) Haematuria (reported All included patients 1.6 (0.8-3.2)

twice)

Hamilton (2006)

Loss of weight

All included patients

0.75 (0.38-1.4)

Hamilton (2006) Loss of weight (reported | All included patients 2.1 (NR)
twice)
Hamilton (2006) Nocturia All included patients 2.2 (1.2-3.6)
Patients 40-69 years 1.1 (NR)
Patients > 70 years 5.9 (NR)
Hamilton (2006) Nocturia (reported All included patients 3.3 (NR)
twice)
Hamilton (2006) Hesitancy All included patients 3 (1.5-5.5)
Hamilton (2006) Hesitancy (reported All included patients 2 (NR)
twice)
Hamilton (2006) Rectal exam: Benign All included patients 2.8 (1.6-4.6)
Patients 40-69 years 0.85 (NR)
Patients > 70 years 8.7 (NR)
Hamilton (2006) Rectal exam: Malignant | All included patients 12 (5-37)
Hamilton (2006) Frequency/urgency All included patients 2.2 (1.1-3.5)
Hamilton (2006) Frequency/urgency All included patients 3.1(1.9-5.5)
(reported twice)
Hamilton (2006) Frequency Patients 40-69 years 0.61 (NR)
Patients > 70 years 7.4 (NR)
Hamilton (2006) Retention All included patients 3.1 (1.5-6)
* excluding 39 patients | 1.6 (NR)
with unsuspected
cancer
Hamilton (2006) Impotence All included patients 3(1.7-4.9)
Patients 40-69 years 1.1 (NR)
Patients > 70 years 8.4 (NR)

Hamilton (2006)

When PSA was added to a small multivariate analysis (N = 208; N = 137
patients and N = 71 controls) with the following otherwise significant
variables: urinary retention, second presentation with loss of weight,
impotence, frequency, hesitancy, nocturia, haematuria, and rectal
examination, these variables ceased to be significant predictors of prostate
cancer while PSA > 4 ng/ml was significant (OR = 29, 95% Cl 3.9-220; p =

.001).
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Hallissey (1990)

Dyspepsia

All patients

0.08 (0.01-0.3)
2/2585

Cl = Confidence interval. *The authors report that a sub-analysis excluding the 39 patients who had

previously unsuspected cancer identified at prostatectomy, showed that the PPVs of symptoms were

little changed, other than for retention.

Table 2: Prostate cancer: Symptom combinations

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

Hamilton (2006) Haematuria + nocturia All included patients 1.9 (NR)

Hamilton (2006) Haematuria + benign All included patients 3.3 (NR)
rectal exam

Hamilton (2006) Haematuria + malignant | All included patients 3.9 (NR)
rectal exam

Hamilton (2006) Haematuria + All included patients 1.8 (0.9-3.9)
frequency/urgency

Hamilton (2006) Loss of weight + nocturia | All included patients 12 (NR)

Hamilton (2006) Loss of weight + benign | All included patients 9.4 (NR)
rectal exam

Hamilton (2006) Loss of weight + All included patients 1.8 (NR)
frequency/urgency

Hamilton (2006) Nocturia + hesitancy All included patients 2.8 (NR)

Hamilton (2006) Nocturia + benign rectal | All included patients 3.9 (2.1-7.8)
exam

Hamilton (2006) Nocturia + malignant All included patients 15 (NR)
rectal exam

Hamilton (2006) Nocturia + All included patients 3.2 (1.9-6)
frequency/urgency

Hamilton (2006) Hesitancy + benign All included patients 3.3 (NR)
rectal exam

Hamilton (2006) Hesitancy + malignant All included patients 10 (NR)
rectal exam

Hamilton (2006) Hesitancy + All included patients 4.7 (NR)
frequency/urgency

Hamilton (2006) Benign rectal exam + All included patients 4(2.3-7.4)
frequency/urgency

Hamilton (2006) Malignant rectal exam + | All included patients 13 (NR)
frequency/urgency

Cl = Confidence interval.

Evidence statement(s):

The positive predictive values for prostate cancer of single symptoms presenting in a primary care
setting ranged from 0.08% (for dyspepsia) to 12% (for malignant rectal exam; 5 studies, N = 7440).
The studies were associated with 1-4 bias or applicability concerns (see also Table 1).

The positive predictive values for prostate cancer of symptom pairs presenting in a primary care
setting ranged from 1.8% (for haematuria + frequency/urgency) to 15% (for nocturia + malignant
rectal exam; 1 study, N = 1297). This study was a case-control study (i.e, high risk of bias for patient
selection; see also Table 2).
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Evidence tables

Bouwman (2007)

PATIENT SELECTION

A. risk of bias

Patient sampling

Database study using data from the Registration Network Groningen
(RNG) from 2003 and 2004, which is a database registering continuous
automatic recorded data from, on average, 17 GPs working in practices
in Groningen, Hoogeveen and Hoogezand-Sappemeer (population of
approximately 30000 people) in the Netherlands.

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

In the whole sample there were 4422 men aged > 50 years in the period 2003
to 2004. Of these 353 men consulted the GP for urinary symptoms. No
further details reported.

Inclusion criteria: Male patients aged > 50 years in the period 2003 to 2004
who visited participating practices because of urinary symptoms (see “Index
test” for further details) for the first time.

Exclusion criteria: None listed

Clinical setting: Primary care in the Netherlands.

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

The following ICPC codes were used: U01 (painful urination), U02 (increased
urinary frequency / urgency), U04 (urinary incontinence), other micturition
U05) and Y06 (symptoms / complaints prostate) and some minor codes: U0O7
(other symptoms / complaints urine) and U13 (other symptoms / complaints
bladder). The code Y85 for BPH / LUTS was not included in this selection
because the RNG agreements apply to the use of the different parts of the
ICPC. This agreement is that a health problem is initially registered as a
symptom or complaint until by advancing knowledge and further research a
diagnosis code may be added to the records.

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 The reference standard consisted checking the database to see if a BHP

standard(s)

diagnosis (ICPC code Y85) or prostate carcinoma diagnosis (ICPC code Y77)
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‘ had been registered by 2005.

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

There is very little information about the included patients and the patient
pool from which they were drawn. It is therefore not possible to ascertain
whether all patients are accounted for.

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? Unclear

Could the patient flow have introduced bias? Unclear risk

NOTES ‘ Original paper is published in Dutch

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
characteristics and
setting

back (16%).

complaint.
Exclusion criteria: Neck pain.

approximately 1 million.

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

Suspected Cancer: Appendix F (November 2014)
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INDEX TEST

A. Risk of bias

Index test Back pain; 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?

Low concern

REFERENCE STANDARD

A. risk of bias

Reference
standard(s)

illness at the same facility.

The reference standard consisted of a search on each patient name in the
institutional tumour registry > 6 months after the index visit. The registry
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
reference standard?

Yes (probably)

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

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)
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Friedlander (2014)

PATIENT SELECTION

A. risk of bias

Patient sampling

Retrospective cohort study, using claims data and laboratory values
from the Vanderbilt University Medical Centre’s (VUMC) Research
Derivative, which is a “data repository that contains administrative and
clinical information, including a complete record of visits and
admissions, laboratory data, and diagnosis and procedure codes, on
every patient treated in the Vanderbilt health system” (p 634) located
in Tennessee in the 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 (probably)
Could the selection of patients have introduced bias? Low risk

B. Concerns regarding applicability

Patient
characteristics and
setting

N = 2455 patients, 724 males / 1731 females, median (inter-quartile range)
age = 58 (49-68) years; smoking history: current smoker (N = 406), former
smoker (N = 473), non-smoker (N = 1514).

Inclusion criteria: “Patients aged > 40 years with a first diagnosis of
hematuria” “between 2004 and 2012 by urinalysis (>3 red blood counts per
high power field) or International Classification of Diseases, Ninth Revision
(ICD-9) diagnosis codes for hematuria (599.7, 599.70, 599.71 or 599.72) at
one of the VUMC’s 19 primary care clinics. To be included in the study,
patients must have had records for 1 year before the date of hematuria
diagnosis.”

Exclusion criteria: “Patients were excluded if they had a urinary tract
infection (defined as a urinalysis positive for both leukocyte esterase and
urine nitrites, or a positive urine culture) within 4 weeks before or 1 week
after the index hematuria episode (n = 590, 9.0%) or had a prior explanatory
diagnoses and procedures that would preclude the need for a hematuria
evaluation (according to a convened panel of content experts;
prostate/renal/bladder/other cancer, benign prostate/renal/bladder/other
mass, prostate dysplasia, cystitis, urethritis, epididymitis/orchitis, prostatitis,
pyelonephritis, urolithiasis, prostatic enlargement, trauma, medical renal
disease, haematologic/thrombotic diease?, anatomic abnormality,
prostatectomy, prostate biopsy, transurethral incision of prostate, resection
of prostate, cystoscopy, cystectomy, ureteroscopy, nephrectomy,
pyeloplasty, ureteral reimplantation).” We then used Physicians Current
Procedural Terminology Coding System, 4th Edition and ICD-9 codes to
exclude patients with an explanatory diagnosis or procedure within 180 days
preceding their hematuria diagnosis (n = 3540, 53.8%).”

Clinical setting: Primary care, USA.

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

First diagnosis of hematuria” “by urinalysis (>3 red blood counts per high
power field) or International Classification of Diseases, Ninth Revision (ICD-9)
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‘ diagnosis codes for hematuria (599.7, 599.70, 599.71 or 599.72)".

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

interpretation differ from the review question?

REFERENCE STANDARD

A. risk of bias

Reference The reference standard consisted checking the database for diagnoses of

standard(s) genitourinary neoplasms within 180 days after haematuria diagnosis, as
determined by ICD-9 codes.

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

Unclear (is 180 days enough time to
get a diagnosis of all cancers?)

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
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 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

reported.

There were 66 patients with cancer: Bladder (N = 33), renal cell (N = 16),
prostate (N = 15). The types of cancer for the remaining two cases were not

Hallissey (1990)

PATIENT SELECTION

A. risk of bias

Patient sampling

practices in England.

Propective consecutive patient series from a group of 10 general

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

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

during the study period (4 years and 9
Exclusion criteria: None listed.
Clinical setting: Primary care, England.

uninvestigated dyspepsia, and and old patients with investigated dyspepsia.

Inclusion criteria: All patients over 40 years making their first attendance

months) with any degree of dyspepsia

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 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 patie

oesophageal cancer (15), colorectal (1

nts: Gastric adenocarcinoma (57),

gastric lymphoma (1; added to the gastric adenocarcinoma data in the PPV),

4), 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 (2006)
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PATIENT SELECTION

A. risk of bias

Patient sampling

Population-based 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
characteristics and
setting

Cases:

217 male patients; age at diagnosis: < 60 years: N = 15 (7%); 60-69 years: N =
51 (24%); 70-79 years: N = 100 (46%): = 80 years: N = 51 (24%); median
number of consultations in the 2 years preceding diagnosis = 14 (IQR = 10-
21).

Controls:

1080 male patients; age at diagnosis: < 60 years: N = 79 (7%); 60-69 years: N
=253 (23%); 70-79 years: N = 494 (46%): > 80 years: N = 254 (24%); median
number of consultations in the 2 years preceding diagnosis = 14 (IQR = 10-
21).

Inclusion criteria:

Cases: All patients aged 40 years or over with prostate cancer, diagnosed
from 1998 to 2002 inclusive, were identified from the cancer registry at the
Royal Devon and Exeter Hospital (the only hospital offering urological
services to Exeter patients). Computerised searches at every practice
identified any cases missing from the register. Cases without positive
histology were included if the records contained a consultant urologist
diagnosis of cancer based on strong clinical evidence.

Controls: Five male controls were matched to each case on general practice
and on age (to 1-year bands if possible, increased in 1-year multiples to a
maximum of 5 years). Controls were eligible if they were alive at the time of
diagnosis of their case.

Exclusion criteria: Unobtainable records; no consultations in the 2 years

before diagnosis; previous prostate 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

All entries into the primary care records for 2 years before diagnosis were
coded, blinded to case/control status, using the International
Classification of Primary Care-2. Only variables occurring in >2.5% of cases or
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‘ 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 Prostate cancer code, from 1998 to 2002 inclusive, in the cancer registry at
standard(s) the Royal Devon and Exeter Hospital or the general practice records

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 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
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1
2 Results
3 Literature search
Database name Dates Covered | No of references | No of references | Finish date of
found retrieved search
Medline 1980-2013 3732 59 04/02/2013
Premedline 1980-2013 179 22 04/02/2013
Embase 1980-2013 1695 122 04/02/2013
Cochrane Library 1980-2013 139 15 31/01/2013
Psychinfo 1980-2013 73 3 04/02/2013
Web of Science (SCI & 1980-2013 491 99 31/01/2013
SSCI) and ISl Proceedings
Biomed Central 1980-2013 695 2 31/01/2013
4  Total References retrieved (after de-duplication): 317
5
6 Update Search
Database name Dates Covered | No of references | No of references | Finish date of
found retrieved search
Medline 2013- 189 21 26/08/2014
26/08/2014
Premedline 2013- 196 43 26/08/2014
26/08/2014
Embase 2013- 179 42 26/08/2014
26/08/2014
Cochrane Library 2013- 38 0 26/08/2014
26/08/2014
Web of Science (SCI & 2013- 76 14 26/08/2014
SSCI) and ISl Proceedings | 26/08/2014
7  Total References retrieved (after de-duplication): 84
# of records identified through database # of additional recards identified ‘
searching: N = 401 through other sources: M =1
| |
}
‘# of records screened; N = 402 |_.|# of records excluded: N = 335
# of full-text articles excluded, with
reasons: N = 66 (Narrative review. M= 9;
Natin PICO: N = §3; Guideline: M = 1,
|# of full-text articles assessed far eligibility: N = 67 | Commentary: N = 1; Not available: N = 2)
|# of studies included in qualitative synthesis: M =1 ‘
‘# of studies included in quantitative synthesis (meta-analysis): M=0 ‘
5

10 Risk of bias in the included studies
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The risk of bias and applicability concerns are summarised for the included study in the figure below.
The main risk of bias in this study pertains to the ca 20% of missing data in this study. It is not
possible to ascertain whether these data are missing in a systematic manner and whether they are
likely to substantially influence the test accuracy estimates provided by this study. The only
applicability concern identified for this study concerns the underspecification of the patients, that is,
it is not clear from, the study whether all the patients were symptomatic patients presenting to
primary care, and to the extent they are not from this patient group, the applicability to the current
guideline is limited.

Risk of Bias Applicability Concerns
g g
S e g2 5 E
3 n £ 3 n
° B o = T B o
(9] (4} o kel %] I Q
g - 3 G g =~ 9
2 3 &8 = g 3 0
© k=] [¥] K] © ° V]
o £ 14 [ o £ 14
Ramachandran (1998) . . ' . ? ‘ ‘
. High ? Unclear . Low
Study results
Table 1: Prostate cancer: PSA
Study Test Prevalenc | Sensi- Speci- | Other results
e tivity ficity
(95% ClI) (95%
Cl)
Ramacha | PSA 4 ng/ml 54/582 88.9% 70% False negativity rate = 11.1%
ndran (NR) (NR)
(1998) PSA 5 ng/ml 88.9% 78% False negativity rate = 11.1%
(NR) (NR)
PSA 6 ng/ml 87% (NR) | 82.6% | False negativity rate = 13%
(NR)
PSA 7 ng/ml 83.3% 86% False negativity rate = 16.7%
(NR) (NR)
PSA 8 ng/ml 83.3% 88.3% | False negativity rate = 16.7%
(NR) (NR)
PSA 9 ng/ml 83.3% 89% False negativity rate = 16.7%
(NR) (NR)
PSA 10 ng/ml 77.8% 90.2% | False negativity rate = 22.2%
(NR) (NR)

No evidence was found for MRI.

Evidence statement(s):

Suspected Cancer: Appendix F (November 2014)

Page 899 of 1733




No oupbshwN R

DRAFT FOR CONSULTATION

PSA testing (1 study, N = 582) conducted in patients presenting in a primary/hospital care setting is
associated with sensitivities that ranged from 77.8-88.9%, specificities that ranged from 70-90.2%
and false negativity rates that ranged from 11.1-22.2% for prostate cancer. The study was associated
with one bias and one applicability concern (see also Table 1).

Evidence tables

Ramachandran (1998)

PATIENT SELECTION

A. risk of bias

Patient sampling ‘ Audit of laboratory database, 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 = 582. No further detail reported.
characteristics and
setting Inclusion criteria: All patients who had a prediagnostic PSA estimation

between August 1991 and December 1992 in the laboratory “Telepath”
database. Unclear if they are all symptomatic and if they are all from primary
care.

Exclusion criteria: None listed.

Clinical setting: Primary/hospital (?) 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 PSA

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 Follow up for min 18 months using GP, Family Services Health Authority,
standard(s) hospice and hospital records

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?
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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 A total of 721 patients met the inclusion criteria. However, complete data
were only available for 582 patients.

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

Did all patients receive the same reference standard? Unclear
Were all patients included in the analysis? No
Could the patient flow have introduced bias? High risk
NOTES 2-by-2 tables cannot be extracted
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