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Introduction

This is the last part of a guide to the appropriate clinical
use of circulating tumor markers (TMs). The full document
was published in Italy in October 2016 by the Italian National
Agency for Regional Health Services (AGENAS) on behalf of
and in collaboration with 9 Italian scientific societies repre-
sentative of a range of stakeholders (1). The publication of
the document in English was planned in 3 parts: the first,
concerning malignancies of the gastrointestinal tract, was
published in December 2016 (2); the second, published in
February 2017 (3), addressed urogenital tract malignancies
and breast cancer; the third, appearing in the present issue,
refers to head-and-neck, thyroid and thoracic malignancies
and melanoma.

Rationale

The number of TM tests requested is considerably high-
er than expected based on the cancer prevalence, and this
shows the low compliance of physicians to clinical practice
guidelines (CPGs). Barriers preventing clinicians from adher-
ence to CPG recommendations include discrepancies be-
tween the cautious position of CPGs and the encouraging
results of primary studies. In fact, the evidence provided by
primary studies tends to focus on the diagnostic accuracy of
the tests rather than on patient outcomes, the latter being
a prerequisite for good-level evidence in guideline develop-
ment. While awaiting the incorporation of higher-quality
evidence into comprehensive guidelines, efforts should be
made to improve the adherence to existing CPGs. A project
was developed to summarize recommendations on circulat-
ing TMs offered by available CPGs on solid tumors, in order to
provide all possible evidence-based choices concerning TMs
to anyone facing a clinical question in which the use of a TM
could be considered.

The implicit goal of the present guidance document is to
“stimulate discussion and promote commentaries and de-
bate, with the ultimate ambition of improving the appropri-
ate use of TMs but also optimizing the proposed model of
comparative summary of the available evidence to facilitate
extensive dissemination and consultation of the guidance
provided” (4).

Methods

The structured and rigorous methodology adopted for
the extraction and synthesis of relevant information from
selected guidelines has been previously described in detail
(2). In brief, a systematic search for CPGs was performed and
a standardized set of selection criteria was used to identify
potentially relevant publications. Only documents containing
recommendations for clinical practice were included. A total
of 1,181 potentially relevant documents were selected from
8,266 identified records. Full-text reports were obtained for
559 guidance documents concerning 20 different malignan-
cies. The selected documents were further appraised for ad-
herence to the standards of the Institute of Medicine (I0M),
which require CPGs to be based on systematic review of exist-
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ing evidence (5), and clustered into 2 groups: 127 documents
in which recommendations were generated through system-
atic review (CPGs) and 432 guidance documents without
evidence of systematic review (Other Guidance Documents
— OGDs). CPGs were further assessed with the Appraisal of
Guidelines for Research & Evaluation (AGREE Il) tool in order
to facilitate comparison of the quality of the summarized
CPGs. OGDs produced by authoritative institutions or medical
societies are currently used by clinicians in their daily prac-
tice. All OGDs were therefore presented to the panel mem-
bers with a request to indicate those actually used in clinical
practice. When 25% or more of the panel members declared
that a given guidance document was used in clinical practice,
it was retained. In all, 111 of 432 OGDs qualified for inclu-
sion. Circulating biomarkers measured in body fluids (serum
or plasma/urine) were considered.

Results

The tabulation of the information was structured by indi-
vidual malignancies; within each malignancy, the information
was clustered according to a set of clinical questions estab-
lished as being common to all malignancies. All information
extracted from the guidance documents was synthesized in
4 rounds (levels) of increasing simplification. The last 2 levels
of synthesis are the Take-Home Messages and Detailed Sum-
mary Tables. The former are intended for use by health care
providers in their clinical practice with the goal of improving
the appropriateness of TM use; the latter are addressed to
policy makers for potential adaptation to their own context,
and to educators, allowing them to design teaching programs
consistent with the available evidence.
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Take-home messages

USERS' INSTRUCTIONS

Definition and target audience

Take-Home Messages are presented in table format for every tumor type, summarizing essential information to support
decision-making in clinical practice. They are intended for use by health care providers.

STRUCTURE

Total number of selected documents (number of CPGs, number of OGDs)

Clinical question

Summary of recommendations

Recommended tumor marker(s)

CPG/total CPG
(CPG acronyms)

OGD/total OGD
(OGD acronyms)

The different clinical
questions are reported

The symbol A
denotes that CPGs
formulated inconsistent
recommendations on
TMs in the clinical
question

Recommendations and information from
CPGs that consider the clinical question are
summarized

The sentence “Recommendations on TMs
not available” is reported when the clinical
question was considered by CPGs, but
either TMs were not addressed or no
explicit recommendations on TMs were
provided

The recommended TM(s) are
reported

When CPGs explicitly
recommend against TM(s), the
word “None” is reported

The symbol & is shown when the
examined CPGs either do not
address TMs or, if TMs are
addressed, CPGs do not

formulate explicit
recommendations

Number of CPGs
reporting the
summarized
information in
proportion to the total
number of CPGs that
consider the clinical
question (acronyms of
the CPGs in parenthesis)

Number of ODGs
reporting the
summarized
information in
proportion to the total
number of CPGs that
consider the clinical
question

(acronyms of the OGDs in
parenthesis)

AGREE evaluation

CPGs concerning every malignancy were also assessed with the Appraisal of Guidelines for Research & Evaluation (AGREE Il)
tool. A higher score equals a better quality of the domain. The results are reported after the Take-Home Message tables.

Acronym

Domain 1
Scope and purpose

Domain 2

Stakeholder
involvement

Domain 3
Rigor of development

Domain 4

Clarity of
presentation

Domain 5
Applicability

Domain 6

Editorial
independence

Acronyms of
CPGs

Scores concerning the
overall aim of the
guideline, the specific
health questions, and
the target population
are reported for
every CPG

Scores concerning the
extent to which the
guideline was
developed by the
appropriate
stakeholders and
represents the views of
its intended users are
reported for every CPG

Scores concerning the
process used to gather
and synthesize the
evidence, and the
methods to formulate
the recommendations
and update them are
reported for every CPG

Scores concerning
the language,
structure, and
format of the
guideline are
reported for every
CPG

Scores concerning the
likely barriers and
facilitators to
implementation,
strategies to improve
uptake, and resource
implications of applying
the guideline are
reported for every CPG

Scores concerning
the formulation of
recommendations
not being unduly
biased with
competing interests
are reported for
every CPG

0-25th percentile

26th-50th percentile

76th-100th percentile

Additional notes
= Take-Home Messages are reported in alphabetical order.
= Information from OGDs on a specific clinical question were only reported in the Take-Home Messages if the clinical question was considered by CPGs.

Descriptions regarding these OGDs can, however, be found in the Detailed Summary Tables.
= References concerning both CPGs and OGDs are reported after the Detailed Summary Tables, divided by type of malignancy and cited with the acronyms used

in the Tables.
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Detailed summary tables

USERS' INSTRUCTIONS

Definition and target audience

Take-Home Messages are presented in table format for every tumor type, summarizing essential information to support
decision-making in clinical practice. They are intended for use by health care providers.

STRUCTURE

Total number of selected documents (number of CPGs, number of OGDs)

Clinical CPG 0OGD Summary of recommendations Supplementary information
question
The different | Number of | Number of | Recommendations from CPGs and from OGDs that Useful supplementary information for the clinical application
clinical CPGs OGDs are consistent with those of CPGs of TMs from both CPGs and OGDs are summarized (e.g.,
questions are | addressing | addressing | Only those parts of the text explicitly defined as suggested cutoff points, timing of serial sample monitoring,
reported the clinical | the clinical | recommendations and clearly recognizable as such causes of false positive or false negative TM results)
question | question |ere considered Recommendations from OGDs that are inconsistent with
Similar recommendations and supplementary those of CPGs are reported
information from different guidance documents are | Advice for clinical practice not declared or not recognizable
reported once, followed by the acronyms of the as recommendation in the document is reported
guidance documents by which they are provided Acronyms of CPGs are printed in bold blue type, those of
Acronyms of CPGs are printed in bold blue type, OGDs are printed in regular type
those of OGDs are printed in regular type
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