Appendix 1: Criteria used to assess rigour of guideline development*

Systematic search
methods used

Details of the strategy used to search for evidence should be provided including search
terms used, sources consulted and dates of the literature covered. Sources may include
electronic databases (e.g. MEDLINE, EMBASE, CINAHL), databases of systematic
reviews (e.g. the Cochrane Library, DARE), handsearching journals, reviewing
conference proceedings and other guidelines (e.g. the US National Guideline
Clearinghouse, the German Guidelines Clearinghouse). Further point for judgement on
completeness of search

Selection criteria
clearly described

Criteria for including / excluding evidence identified by the search should be provided.
These criteria should be explicitly described and reasons for including and excluding
evidence should be clearly stated. For example, guideline authors may decide to only
include evidence from randomised clinical trials and to exclude articles not written in
English. Further point for judgement on application of criteria

Formulation of
recommendations
clearly described

There should be a description of the methods used to formulate the recommendations
and how final decisions were arrived at. Methods include for example, a voting system,
formal consensus techniques (e.g. Delphi, Glaser techniques). Areas of disagreement
and methods of resolving them should be specified.

Consider relevant
issues for monitoring
in recommendationst

The guideline should consider factors relevant to test for monitoring, i.e. variability in
measurements/need for repeat testing, rationale presented for interval frequency and
PSA threshold, and acknowledge the uncertainties in the natural history of PSA following
radical Rx.

Explicit link with
supporting evidence

There should be an explicit link between the recommendations and the evidence on
which they are based. Each recommendation should be linked with a list of references on
which it is based.

Pre-publication
external review

A guideline should be reviewed externally before it is published. Reviewers should not
have been involved in the development group and should include some experts in the
clinical area and some methodological experts. Patients' representatives may also be
included. A description of the methodology used to conduct the external review should be
presented, which may include a list of the reviewers and their affiliation.

Update procedure
described

Guidelines need to reflect current research. There should be a clear statement about the
procedure for updating the guideline. For example, a timescale has been given, or a
standing panel receives regularly updated literature searches and makes changes as
required.

* This framework is adapted from the ‘Rigour of development’ section of the original AGREE Instrument: The AGREE Collaboration.

The Appraisal of Guidelines for Research & Evaluation (AGREE) Instrument, 2001. London: The AGREE Research Trust
(http://www.agreetrust.org/).
tOriginal criterion related to treatment outcomes, i.e. “The guideline should consider health benefits, side effects, and risks of the

recommendations. For example, a guideline on the management of breast cancer may include a discussion on the overall effects on

various final outcomes. These may include: survival, quality of life, adverse effects, and symptom management or a discussion
comparing one treatment option to another. There should be evidence that these issues have been addressed.”
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Table of identified guidelines and summary of rigour of development (adapted from AGREE framework (1))
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AUA Localised PCa 2 3 1 1 1 2 3 13 One database used, search poorly reported; inclusion criteria described but grounds for
2007 (2) | management later exclusion of papers not clear; limited description of recommendation formulation;
guideline no basis for interval between measurements; evidence-based recommendations for
threshold not possible; NH uncertainty acknowledged in recommendations, variability
acknowledged but not in recommendations; no link between recommendations and
evidence; External review carried out but not described; update recommended and to
include only RCT evidence
AUA PSA best practice 10 No systematic search; inclusion criteria not described; some description of
2009 (3) | statement recommendation formulation; No interval between measurements recommended;
consensus definition of threshold used; NH uncertainty not acknowledged; variability
acknowledged but not in recommendations; some supporting evidence cited; peer
review carried out but not described in detail; no mention of update
Aus CN Localised PCa 14 Comprehensive and systematic search described; inclusion criteria not described; no
2002 (4) | management interval between measurements recommended; states no widely accepted biochemical
evidence based range applicable; NH uncertainty not acknowledged; variability acknowledged but not in
recommendations recommendations; some supporting evidence cited; internal review carried out but not
described in detail; update recommended but procedure not described
DUA PCa management 16 Systematic search carried out but not fully described; some description of inclusion
2007 (5) | guideline criteria; Interval between measurements based on evidence; consensus threshold used
for post-RT, no justification for post-RP; NH uncertainty not acknowledged; variability
acknowledged but not in recommendations; some link to supporting evidence; external
review partly described; update recommended but procedure not described
EAU PCa management 10 Systematic search carried out but only partly described; no description of inclusion
2009 (6) | guideline criteria; formulation of recommendations not described; no basis for interval between
measurements; consensus thresholds used; NH uncertainty not acknowledged;
variability acknowledged but not in recommendations; some link to supporting evidence;
external review conducted but not described; no mention of update
NCI PCa treatment 13 No search described; no description of inclusion criteria; formulation of
PDQ evidence based recommendations not described; No interval between measurements recommended;
2008 (7) | summary for evidence-based recommendations for threshold post-RT not possible, basis for post-RP
health threshold given; NH uncertainty acknowledged in recommendations; variability
professionals acknowledged but not in recommendations Threshold/variability/uncertainty; some links
to supporting evidence; external review not described; limited description of update
procedures
NCCN PCa management 9 No search described; no description of inclusion criteria; no description of formulation of
2009 (8) | guideline recommendations; some justification given for interval between measurements;
consensus threshold used for post-RT, no justification for post-RP; NH uncertainty and
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variability not acknowledged; some links to supporting evidence; external review not
described; no mention of update

NICE PCa diagnosis 4 3 2 3 22 Systematic search carried out and fully described; inclusion criteria developed for each
2008 (9) | and treatment guestion but not reported; recommendation formulation described but methods used to
guideline deal with disagreement not reported; Attempted to find evidence to justify interval

between measurements; relevant discussion regarding choice of thresholds; NH
uncertainty and variability acknowledged in recommendations; clear link to supporting
evidence; external review no described; update recommended but and procedure
described

UK PCa management 2 2 1 1 12 Systematic search carried out and fully described; inclusion criteria developed for each

PCWG guideline guestion but not reported; recommendation formulation described but methods used to

1999 deal with disagreement not reported; Interval between measurements justified; relevant

(10) discussion regarding choice of threshold post-RT only; NH uncertainty not

acknowledged, variability acknowledged but not in recommendations; clear link to
supporting evidence; external review not described; update recommended but and
procedure described
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Studies used to support guideline recommendations

Used to support guideline statements on:

Threshold | Threshold NH
Study design/aim (extracted from abstract) Focus of study Frequency | (RP) (RT) Variability
ASTRO 1997 | Consensus statement providing guidelines for PSA following ASTRO consensus UK PCWG UK PCWG,
(11) radiation therapy statement DUA, NCI
PDQ
Cox 1999 Report of ASTRO consensus panel to develop evidence-based ASTRO consensus NCCN
12) guidelines for (1) prostate re-biopsy after radiation and (2) statement
radiation therapy with rising PSA levels after radical
prostatectomy in the management of patients with localized
prostatic cancer
Roach 2006 Reports second consensus conference to revise the ASTRO ASTRO consensus NICE, AUA
(13) definition of BF statement 09, EAU,
NCCN, NCI
PDQ
Carroll 2001 Best practice statement (AUA) Best practice NICE
(14) statement
Aus 2006 Review of high-intensity focused ultrasound (HIFU) and Review EAU
(15) cryosurgery as the primary treatment option in patients with
prostate cancer.
Bott 2004 Review of management of recurrence following RP Review EAU
(16)
Catton 2003 Review/comment paper examining follow-up strategies Review NICE
@
Cookson AUA review of the variability in published definitions of Review NICE, AUA AUA 07
2007 (18) biochemical recurrence; recommends a standard definition in 09
patients treated with radical prostatectomy
Edelman Review of available data on follow-up strategies Review NICE
1997 (19)
Lee 2005 (20) | Review of PSA kinetics in addition to clinical factors in the Review NCCN
selection of patients for salvage local therapy
Nelson 2003 Review of RP for PCa Review DUA DUA
(21)
Polascik 1999 | Review of PSA Review EAU
(22)
Selley 1997 HTA review of PCa mngmt Review Aus CN
(23)
Vicini 2005 Review of PSA for monitoring pts after radical Rx Review NICE NICE
(24)
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Yao 2003 Review/comment paper examining follow-up strategies Review NICE
(25)
Albertsen Retrospective(?) study of 1136 men undergoing surgery or NH of pts post-Rx EAU
2004 (26) radiation to document patterns of PSA recurrence and quantify
extent to which increasing PSA predicts death
Amling 2001 Retrospective(?) analysis of 2,782 men who had undergone Testing defns of BF EAU
27) radical prostatectomy to attempt to determine the best PSA cut
point for defining BF
Booker 2004 Study of telephone follow-up led by a specialist nurse for pts FU acceptability NICE
(28) undergoing RT
Buyyounouski | Retrospective(?) review of 688 men who had undergone RT to Testing defns of BF DUA
2005 (29) compare three definitions of biochemical failure (BF) in term s of
sensitivity, specificity etc for detecting of clinical progression
Cathala 2003 | Feasibility study on 140 patients undergoing RP to determine FU acceptability NICE
(30) acceptability of an internet FU service
Cheung 2005 | Retrospective(?) analysis of 101 men who received salvage RT | Prognosis following NCCN
(31) for biochemical failure after RP to compare outcomes for salvage Rx
patients who received RT alone and for those who received
combined RT and hormonal therapy
Crook 1997 Prospective study of 207 to correlate the failure pattern after NH of pts post-Rx UK PCWG
32) radiotherapy (RT) with pretreatment PSA and post-RT nadir
PSA
D'Amico 2004 | Retrospective review of 8669 men who had undergone radical NH of pts w/out-Rx NICE
(33) Rx to determine whether a short post-Rx PSADT is a suitable
surrogate end point for prostate cancer specific mortality
Eastham Retrospective analysis of an unscreened population of 972 men | Measurement EAU
2003 (34) over 4 years to determine whether year-to-year fluctuations in variability
PSA levels are due to natural variation, rendering a single PSA
test result unreliable.
Frazier 1993 Analysis of 226 patients who underwent radical perineal NH of pts post-Rx NCI PDQ NCI PDQ
(35) prostatectomy to identify whether raised serum PSA infers
failure of the procedure
Horwitz 2005 | Determined the sensitivity and specificity of several BF Testing defns of BF AUA 07,
(36) definitions using pooled data on 4,839 patients treated with AUA 09,
external beam radiation therapy (RT) alone NICE
Klotz 2005 Reports PSADT in a series of 299 patients undergoing active NH of pts post-Rx DUA
37) surveillance for PCa
Kuban 2006 Primary study of patients treated with radioisotopic implant as Testing defns of BF AUA 07, NCI PDQ
(38) solitary treatment for T1-T2 prostatic adenocarcinoma AUA 09,
(n=2,693). Multiple PSA failure definitions were tested for their NICE

ability to predict clinical failure.
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Leibman Retrospective review of 628 patients who underwent RP to NH of pts post-Rx EAU
1995 (39) determine whether PCA recurrence can occur without an
increase in serum PSA
Nielsen 2008 | Retrospective review of data from 2570 men who had Testing defns of BF AUA 09
(40) undergone RP to examine the effect of applying the 2005
ASTRO definition of BF (for RT pts) to surgical series.
Niwakawa Study of 221 patients treated with RP to determine the optimal FU - optimal frequency | DUA
2002 (41) frequency and method of follow-up to minimize medical cost
Oefelein 1995 | Retrospective review of data from 394 men who underwent RP NH of pts post-Rx EAU
(42) to characterize the incidence of recurrent carcinoma despite
undetectable serum PSA levels
Patel 2005 Retrospective review of 48 patients who had undergone Prognosis following NCCN
(43) salvage RT for biochemical relapse after RP to determine salvage Rx
whether PSAV is a suitable selection criterion for salvage
radiotherapy
Pickles 2006 An analysis of a 'prospective' database of 2030 patients who Testing defns of BF NICE
(44) underwent EBRT or brachytherapy to determine the false call
rate for PSA relapse according to nine different PSA relapse
definitions after a PSA bounce has occurred
Pound 1999 Retrospective review of a large surgical series (n=1997) to NH of pts post-Rx DUA, NCCN NCI PDQ, NCI PDQ,
(45) examine the natural history of progression to distant metastases DUA, NICE, NICE
in men with raised PSA following surgery EAU
Ragde 1997 Study of 126 patients with localised PCA to determine the Testing defns of BF Aus CN
(46) efficacy of treatment with iodine-125 radionuclides (2
definitions of PSA failure used)
Ray 2006 Retrospective(?) review of 4839 patients treated definitively with | NH of pts post-Rx EAU
47) RT to determine the significance of PSA nadir and time to PSA
nadir in predicting biochemical or clinical disease-free survival
Ritter 1992 Study of the prognostic value of the PSA in pretreatment NH of pts post-Rx Aus CN
(48) evaluation and posttreatment follow-up in 63 patients
undergoing RT for localised PCa
Rose 1996 To identify patients' symptoms following completion of FU acceptability NICE
(49) radiotherapy for common cancers by a nurse-managed
telephone interview in 111 pts treated with RT.
Sandler 2000 | Retrospective database study of 1844 pts who had undergone NH of pts post-Rx NCI PDQ NCI PDQ
(50) RT and had a minimum of 2 post-RT PSAs separated by at
least 1 week to determine the significance of biochemical failure
i.e. in terms of survival
Sartor 1997 Primary study of 400 patients treated with radiotherapy to NH of pts post-Rx UK PCWG
(51) determine whether the rate of PSA rise could differentiate future
local versus metastatic failure.
Stamey 1989 | Study of pre- and post-Rx serum PSA in 102 men who NH of pts post-Rx NCI PDQ,
(52) underwent radical prostatectomy to determine usefulness of EAU

PSA as a pre-operative marker.

Stephan 2006
(53)

Assessed 5 frequently used commercial assay combinations in
sera from 314 patients with prostate cancer (PCa) and 282 men
with no evidence of prostate cancer to identify the

Measurement
variability

EAU
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interchangeability of the PSA values

Stephenson Retrospective review of 501 patients who underwent salvage Prognosis following NCCN
2004 (54) RT following RP to identify those variables indicative of a salvage Rx

durable response
Stephenson Tested 10 definitions of BF on 3,125 patients who underwent Testing defns of BF AUA 09,
2006 (55) RP, to identify the one that best explains metastatic progression EAU, NICE
Trapasso Primary study of patients undergoing radical retropubic NH of pts post-Rx EAU EAU
1994 (56) prostatectomy (n=601) and followed with serial PSA

determinations. Evaluated rate of detectable PSA (greater than
0.4 ng./ml.) as an indicator of cancer progression.

Trock 2008 Retrospective analysis of a cohort of 635 men undergoing RP Prognosis following NCCN
(57) and who experienced biochemical and/or local recurrence to salvage Rx
determine the effect of salvage RT and to identify subgroups for
whom salvage treatment is most beneficial

Ward 2004 Retrospective cohort study of 211 men with detectable PSA NH of pts post-Rx NCCN
(58) following RP to determine whether PSADT predicts outcomes
following salvage radiotherapy
Zagars 1997 Analysis of 841 men with serial PSA determinations who NH of pts post-Rx UK PCWG
(59) underwent external beam radiation without androgen ablation to

determine the kinetics of serum PSA after RT and to evaluate
whether such kinetics provide prognostic information.
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