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Introduction

Some studies have recently shown that the number of
tumor markers (TMs) requested is considerably higher than
expected based on cancer prevalence (1,2), and that many
factors may contribute to overordering of laboratory tests (3).
These findings are in agreement with studies performed in
case series showing that TMs are frequently requested inap-
propriately (4). The high rate of overutilization is related to an
increased risk of both overdiagnosis and false positive results,
with significant repercussions both on individual patients and
health care systems (5).

The pathway of knowledge translation of TM research re-
sults to clinical practice has changed over the years. Until a
couple of decades ago, primary studies were considered the
major source of information for clinical practice; studies re-
porting promising results were frequently advocated to sus-
tain the utilization of the marker. Over the last 2 decades —
also because of a progressive shrinkage of resources allotted
to the health care sector — clinical practice guidelines (CPGs)
have been more and more frequently considered the refer-
ence evidence to support clinical choices. However, it should
be noted that the primary studies concerning TMs frequently
lack design requirements needed to provide good-level evi-
dence according to criteria set for therapeutic intervention
trials. Randomization and blinding methods are applied in
only few studies where a TM is used as a predictive marker
to select patients for a given therapy. The majority of stud-
ies on TMs evaluate the diagnostic or prognostic information
provided by the markers in a nonrandomized manner; in the
case of determination of circulating tumor markers, which-
ever the result may be, it has no immediate impact on clinical
decision-making. As a result, panels preparing CPGs typically
lack high-level evidence on TMs according to standard re-
quirements for intervention trials; they frequently either do
not produce recommendations, or opt for formulating nega-
tive recommendations.

Nevertheless, in spite of either available negative recom-
mendations or the absence of recommendations, TM overor-
dering persists and tends to increase over time, demonstrat-
ing the poor adherence of clinicians to CPGs. Many barriers
may prevent clinicians from following guideline recommen-
dations, including discrepancies between promising results of
primary studies and the cautious position of CPGs, and the
frequent poor consistency between recommendations pre-
pared by different CPGs on the same clinical question.

Diagnostic randomized controlled trials are still infre-
quently performed, and although the number of comparative
diagnostic test accuracy studies is increasing, the vast majori-
ty of the available evidence comes from single test evaluation
studies. The latter studies do not measure patient-relevant
outcomes directly, and cannot be equated to pharmacologi-
cal clinical trials due to intrinsic differences in both design
and endpoints. Although a framework of “linked evidence”
has been in place for years, which strives to use evidence on
true positive, true negative, false positive and false negative
test results to deduct therapeutic and other patient-relevant
consequences of testing, the application of this framework
has been shown to be challenging (6). While awaiting the dis-
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tillation of higher quality evidence into comprehensive guide-
lines with possibly an application of the linked-evidence or
related frameworks (7), efforts should be made to improve
the adherence to existing guidelines.

Harmonization of different CPGs is a current strategy to
handle uncertainties or discrepancies between different
CPGs in settings where the clinical questions are complex,
e.g., screening programs or disease prevention campaigns.
Studies on the harmonization of recommendations for circu-
lating cancer biomarkers have not been published so far.

The aim of the present research project is to develop a
tool to summarize the recommendations and supplementary
information on circulating TMs offered by available CPGs on
solid tumors. The tool is intended to provide all possible evi-
dence-based choices concerning TMs for people facing a clin-
ical question in which the use of a TM could be contemplated.

Diligence was adopted to develop the tool according to a
structured and rigorous methodology in order to guarantee
the accurate extraction of relevant information including rec-
ommendations from selected guidelines as well as the valid-
ity of the synthesis of information from different sources.

Recommendations and supplementary information ex-
tracted from CPGs were clustered and summarized applying
4 increasing levels of synthesis, summarizing and simplifying
the information to make it explicit, verifiable, valid and re-
producible. The first 2 levels of clustering and synthesis are
available for consultation upon request. The last 2 levels of
synthesis are reported in the present article. They are the
Detailed Summary Tables and Take-Home Messages, which
represent the levels of synthesis suitable for practical use.
The Take-Home Messages are intended for use by health care
providers in clinical practice with the goal of improving the
appropriateness of TM use. The Detailed Summary Tables
can be used by policy makers for potential adaptation to their
own context and by educators to design teaching programs
consistent with the available evidence.

The tabulation of the information has been structured by
individual malignancies. Within each malignancy, we clus-
tered the information according to a set of clinical questions
established as being common to all malignancies. A parallel
assessment of the quality of the included CPGs has been per-
formed and the results are shown alongside the Take-Home
Messages in order to inform the reader about the quality of
the source (CPGs) from which the recommendations were
distilled.

The purpose of this project was to provide an accurate
and synthetic reproduction of the available evidence on the
clinical use of circulating TMs. We endeavored to avoid any
interpretation of the content of CPGs and used verbatim re-
porting of the original sentences whenever possible.

Likewise, the expert panel intentionally avoided express-
ing its own opinion in cases where different CPGs showed
discrepant positions on a clinical question. Dissimilar recom-
mendations of diverse CPGs may be due to different causes;
in fact, CPG panels have to interpret the primary TM evidence
in different local contexts with possibly dissimilar available
resources or patient preferences. Our panel deemed that
the complete presentation of clinical questions in which the
consistency between guidelines seemed poor represents a
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strength of the present project for 2 reasons; firstly, it pro-
vides an inventory of all possible recommendations after the
application of evidence synthesis frameworks; secondly, it
should help identify areas in which primary studies are es-
pecially needed to answer clinical questions concerning TMs.
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Methodology
Scope

CPGs are critical for translating evidence to application in
medical decision-making. Trustworthy guidelines are based on
a systematic review of the clinical evidence (1, 2). The num-
ber of CPGs has grown considerably and their quality is often
heterogeneous. The objective of the project was to provide an
easy-to-use but complete synthesis of TM recommendations
distilled from evidence-based CPGs. The ultimate aim was to
improve the appropriate use of TMs in clinical practice.

For the synthesis document to be useful it had to have the
following characteristics:

- to be developed with sound and structured methodology

- to include all recommendations and information on circu-
lating biomarkers reported in CPGs on solid tumors

- to synthesize recommendations and information in easy-to-
use tables at 2 decreasing levels of complexity

- to be useful for the following target audience: (i) health care
providers, (ii) policy makers for potential adaptation to spe-
cific settings, and (iii) staff developing educational material
informed by available evidence.

W
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Panel composition and project planning

The participating institutions and scientific societies sug-
gested 74 delegates to be enrolled in the expert panel. The
panel comprised a multidisciplinary group of medical oncolo-
gists, radiation oncologists, clinical pathologists, general prac-
titioners, internists, gynecologists, urologists, and experts in
evidence-based methodology.

The project was organized in work packages (WPs) with
dedicated tasks and milestones:

WP1 — Definition of the primary objectives of the project and
management strategies

WP2 — Search and selection of guidelines

WP3 — Appraisal of guidelines through the AGREE Il tool

WP4 — Assessment of the rate of utilization of a subset of
guidance documents in clinical practice

WP5 — Synthesis into “Detailed Summary Tables” and “Take-
Home Messages” regarding the recommended use of TMs

WP6 — Assessment of the correctness and completeness of
the information summarized in the summary tables by our
expert panel (n=74)

WP7 — External and independent verification of the correct-
ness and completeness of the information summarized in the
tables by an independent external committee (n=18).

WP1 was jointly managed by the Steering Committee and
the Scientific Committee of the project. The activities of WPs
2 to 6 were carried out by working groups composed of mem-
bers of the expert panel, in which oncologists and other cli-
nicians, laboratory staff, methodologists and other research
staff participated (see p. e364-e367). WP7 was realized by the
members of the Interregional Biomarkers Working Group, in-
stituted by the Health Commission of the Italian Permanent
Conference for Relations between State, Regions and the Au-
tonomous Provinces of Trento and Bolzano.

Search and selection process

We performed a systematic search for CPGs in the fol-
lowing databases: PubMed, the National Guidelines Clear-
inghouse and the GIN library. The search for guidance docu-
ments included the following search terms, their synonyms,
and associated MESH terms: "guideline OR recommendation
OR consensus OR consensus development conference" AND
"neoplasms OR carcinoma OR cancer OR tumor". We in-
cluded guidance documents published from January 2009 to
July 2015 in English or Italian. The search identified a total of
8,266 citations. In addition to searching bibliographic data-
bases, we searched 11 websites of state or local government
agencies and 61 websites of pertinent professional organiza-
tions in Italy.

We used a standardized set of selection criteria to identify
potentially relevant publications. The identified documents
were assessed for pertinence according to shared criteria es-
tablished by a selected group of 4 members of the expert panel
to select guidelines that fit the objectives of the project.

Only documents containing recommendations for clinical
practice were included. Reviews, technology assessments,
commentaries to CPGs, and service documents were ex-
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cluded. The types of biomarker considered were circulating
biomarkers measured in body fluids (blood derivatives of
serum or plasma/urine) with commercially available assay
methods. Fecal blood tests, laboratory tests aimed at moni-
toring metabolism, organ damage and blood cell counts were
not considered, as these do not present a direct relationship
with the tumor. Circulating tumor cells, cell-free circulating
DNA, and microRNA were also excluded from the assess-
ment. Guidance papers limited to rare tumors, sarcomas, he-
matological malignancies, the pediatric population, pregnant
women, and specific aspects of specialized topics (i.e., imag-
ing techniques, radiotherapy procedures, drug administra-
tion modalities) were excluded. We did not consider health
care procedures established by the Italian National Health
Service at the national and regional level (i.e., hereditary tu-
mors other than those of the ovary and thyroid), nor did we
consider screening programs currently provided by the Italian
National Health Service (i.e., screening for colorectal cancer,
uterine cervix cancer and breast cancer), as the latter do not
include circulating TMs. Details on the search strategy and se-
lection criteria will be described in a dedicated report on the
systematic review process (in preparation and available from
the corresponding author of the present article).

Selection of CPGs was independently performed by 3 ex-
aminers on the basis of the titles and abstracts of the 8,266
identified documents. A guidance document was considered
potentially relevant when 2 of the 3 examiners opted for in-
clusion. Documents included by a single examiner were dis-
cussed until consensus for inclusion or exclusion was reached.

A total of 1,181 potentially relevant documents were se-
lected, for which full-text reports were obtained. The result-
ing set was then screened for inclusion and the included re-
ports were grouped by guideline, allowing multiple reports
on a single guideline. If several versions of a specific guideline
were found, we included the most recently updated version.

We included a final set of 559 CPGs concerning 20 dif-
ferent malignancies: carcinomas of the breast, biliary tract,
colon-rectum, endometrium, esophagus, head and neck, kid-
ney, liver, lung, stomach, ovary, pancreas, prostate, uterine
cervix, urinary bladder, differentiated and medullary thyroid
cancer, germ cell testicular cancer, melanoma, mesothelioma
and neuroendocrine tumors.

Quality appraisal of guidelines

The selected guidance documents were further appraised
to determine their adherence to the IOM standards, which
require CPGs to be based on systematic reviews of existing
evidence (1). The 559 guidance documents were clustered
into 2 groups: 127 documents in which systematic reviews
were essential to generate recommendations (CPGs) and 432
guidance documents without evidence of systematic review
methodology (other guidance documents — OGDs). How-
ever, authoritative institutions or medical societies typically
produce guidance documents without applying systematic
review methods. We also knew up front that these docu-
ments are currently used by clinicians in their daily practice.
The Steering Committee therefore decided to provide all
guidance documents to the panel members with a request

© 2016 Wichtig Publishing

e337

to judge which of the OGDs were used by our target audi-
ence. Whenever 25% or more of the panel members declared
that a given guidance document was used in clinical practice,
the guidance document was retained. In all, 111 of 432 OGDs
qualified for inclusion.

The development process

The detailed process of document development was
agreed upon by the Steering Committee and the Scientific
Committee (report in preparation and available from the cor-
responding author of the present article). The basic steps in
the process are summarized below:

— classifying the clinical questions (e.g., screening, diagnosis,
therapy)

— choosing the biomarkers of interest

— developing the specific queries on TM use within the clinical
questions

—retrieving and tagging information concerning every clinical
question

—data extraction from both types of guidance documents,
with quality assessment of CPGs and assessment of clinical
use of OGDs

— clustering and synthesizing information at decreasing levels
of complexity

— final write-up.

Classifying the clinical question

Given that the role of TMs may differ widely in the dif-
ferent clinical phases of the disease, we decided to consider
the clinical questions separately: (i) screening, (ii) differential
diagnosis, (iii) preoperative workup, (iv) reassessment after
curative treatment, (v) early detection of recurrence or pro-
gression, and (ii) monitoring of treatment response in ad-
vanced disease. Details of the considered clinical questions
are reported elsewhere (in preparation and available from
the corresponding author of the present article).

Developing specific queries within the clinical questions

The information related to the following specific queries
were found in the selected guidance documents:

1. Is the use of TM(s) explicitly recommended or not recom-
mended?

2. Which TM(s) is/are recommended or not recommended?

3. In which type of patients is/are TM(s) recommended or not
recommended?

4. Can TM(s) be used autonomously or should they be used in
association with other tests?

5. Are rules to interpret the result of TM determination pro-
vided?

6. Do the TM results have an impact on treatment decisions
or, more broadly, on the clinical management of the pa-
tient?

7. Is information on possible causes of false positive and false
negative results provided?

8. Is information on preanalytical or analytical issues that can
influence the reliability of the TM result provided?
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Retrieving and tagging information concerning every clinical
question
For every malignancy, all information concerning TMs in

the different clinical questions was identified in the selected

guidance documents. For each guidance document, the rel-

evant information was tagged, extracted (whenever possible

as a verbatim transcription) and classified as follows:

— Recommendation: part of text explicitly defined and clearly
recognizable as recommendation

— Supplementary information: (i) implicit advice for clinical
practice not recognizable as explicit recommendation; (ii)
additional information concerning the application and in-
terpretation of TMs

— Supporting evidence: reporting and conclusions of the evi-
dence used by the author team that developed the pub-
lished guidance document to draw up recommendations.

All information extracted from guidance documents was
clustered and synthesized in 4 rounds (levels) of increasing
simplification as described elsewhere (report in preparation
and available from the corresponding author of the present
article) and briefly summarized below.

— Level 1: The parts pertaining to TMs were retrieved from ev-
ery guidance document and transcribed verbatim, preserv-
ing the textual structure — e.g., paragraph, complete clause
— in which they were included, in a Master table (first-level
tabulation)

— Level 2: Portions of text strictly referring to TMs were ex-
tracted, clustered as recommendations and supplementary
information, and transcribed verbatim in a table (second-
level tabulation). Information from different guidelines was
summarized separately

— Level 3: Similar recommendations and supplementary in-
formation from different guidelines were summarized as
a single entry, followed by the acronyms of the CPGs and/
or ODGs formulating them (third-level tabulation: Detailed
Summary Table)

— Level 4: Essential information to support decision-making
in clinical practice was distilled and summarized in a further
simplified table (fourth-level tabulation: Take-Home Mes-
sage).

The present article reports the Detailed Summary Tables
and Take-Home Messages, which represent the levels of syn-
thesis suitable for practical use.

Managing information of CPGs and OGDs

Recommendations provided by CPGs are displayed in
Detailed Summary Tables and Take-Home Messages. Recom-
mendations from OGDs are embedded in both tables when-
ever they were consistent with those of CPGs. Recommenda-
tions reported exclusively by OGDs are not included in the
Take-Home Messages, but are provided as supplementary
information in the Detailed Summary Tables. CPGs and OGDs
are labeled as such in all tables in order to allow the reader to
track the source of the reported information.

Circulating tumor markers: a guide to their appropriate clinical use

Wording

The terms used to formulate recommendations were
found to be highly heterogeneous among the included guide-
lines, reflecting (i) the variable quality of the supporting evi-
dence, (ii) the different weight given to the trade-off between
the benefits and harms of an intervention in different con-
texts, and (iii) the uneven methodological rigor used to de-
velop the guidance documents. In agreement with the scope
of the project, the Scientific Committee settled on maintain-
ing the original terms used by different CPGs, thus avoiding
any attempt towards harmonization of the terms. When the
same recommendation was provided by more than one CPG,
the less stringent term (e.g., should rather than have to) was
chosen in the synthesis.

Indications concerning TMs can be grouped into 3 catego-
ries: positive recommendation (CPG recommends to use TM),
negative recommendation (CPG recommends not to use the
marker), and no explicit recommendation available. The third
category (no explicit recommendation available) encompass-
es different circumstances in relation to either the availabil-
ity and quality of evidence or the assessment of benefit and
harms, or both.

The following sentences were used in the synthesis to
represent the different circumstances in which no recom-
mendations were provided:

1. Clinical question considered, but TMs not addressed: The
clinical question (screening, differential diagnosis, initial
workup, etc.) is comprehensively considered by the CPG,
but circulating TMs are not mentioned.

2. Clinical question considered, no explicit recommendations
on TMs provided: TMs are mentioned and discussed with
reference to the clinical question, but the panel that de-
veloped the CPG deemed the available evidence or the as-
sessment of benefit and harms, or both, not adequate to
support a positive or negative recommendation.

3. Clinical question considered, but criteria to monitor treat-
ment response (including TMs) not addressed: Response
rates to different therapeutic regimens and survival ben-
efits are the most frequently addressed topics by guidance
documents in the clinical question “Monitoring of treat-
ment response in advanced disease”. If the guidance docu-
ment does not mention criteria to monitor the response, it
cannot be assumed that a systematic search of the primary
literature on TMs in this setting was performed. Therefore,
a sentence different from the first one was used since it
could not be appraised whether the clinical question had
been comprehensively considered.

These 3 sentences are used in the Detailed Summary Ta-
bles to provide comprehensive information on how different
guidelines considered TMs in different clinical questions. In
the Take-Home Messages a more general sentence indicating
that there are no recommendations on TMs was preferred
(Recommendations on TMs not available), given the practical
purpose of this level of synthesis.
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Agreeing on the synthesis process and results

The process of synthesis was agreed upon within the Sci-
entific Committee. The Detailed Summary Tables and Take-
Home Messages were submitted to the expert panel for eval-
uation (internal evaluation) and approval of the synthesis, or
for suggestions. Comments and suggestions were discussed
and accepted when appropriate. The Detailed Summary Ta-
bles and Take-Home Messages were then submitted to the
members of the Interregional Biomarkers Working Group, in-
stituted by the Health Commission of the Italian Permanent
Conference for Relations between State, Regions and the Au-
tonomous Provinces of Trento and Bolzano for external and
independent verification of the correctness and complete-
ness of the information summarized in the tables.

Assessment of CPGs with the AGREE Il instrument

CPGs were assessed with the Appraisal of Guidelines for
Research & Evaluation (AGREE 1) tool, in order to facilitate
comparison of the quality of the summarized CPGs on the
basis of an objective, standardized method (3). The instru-
ment comprises 23 key items organized into 6 domains. Each
domain captures a distinct dimension of guideline quality:
1. Scope and purpose; 2. Stakeholder involvement; 3. Rigor
of development; 4. Clarity of presentation; 5. Applicability;
6. Editorial independence. An AGREE quality score is calcu-
lated for each of the 6 AGREE domains using a 7-point scoring
system. A higher score indicates a better quality of the do-
main. The 6 domain scores are independent and should not
be combined into a single score.

Each CPG was rated by 2 evaluators independently. If the
CPG addressed multiple diseases, the evaluators considered
the documents as many times as the number of diseases ad-
dressed. The evaluators achieved high interrater reliability.
The scores of the 6 domains were subdivided into quartiles
and marked in different colors for easier comprehension of
the score (4).
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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

0OGD/total OGD

question

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

provided

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

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

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

(CPG acronyms) (OGD acronyms)
The different clinical Recommendations and information from The recommended TM(s) are Number of CPGs Number of ODGs
questions are reported | CPGs that consider the clinical question are | reported reporting the reporting the
summarized summarized 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

The scores of the 6 domains were subdivided into quartiles and marked in different colors as shown in the following table:

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.

W

© 2016 Wichtig Publishing




e341

Gion et al

9ouspuadapul
|elolip3
9 ulewoq

S¢

uolrejuasald

Aupqeaiddy
S ulewoq

jo Mued
t ulewoq

)6 68 ° STOZ IDIN
9€ ¥10Z DIV
juawdojanap 1USWAA|OAUL
J0 4031y Japjoyayeis asodund pue adoos
€ ulewoq Z ulewoq T ulewoq s9d) jo swAuo.y

*SUOI1EPUBWIWO023. }121|dXd JUSaId 10U 0P SHJD ‘PASSAIPPE 3Je SIAL JI 40 S| SSIIPPE 10U Op JBYIS Uo[ISanb [ed1uld 3yl JaPISUOD 1y} SDdD Paulwexa ay| ¢
"uonsanb [e31ulj2 Y3 JAPISUOI 1YL SADO 4O JAGLINU [e301/UONEWIOLUI PazIIEWWNS 3y} Bulliodal SGDO ‘DO 18303/A9D0
"uonsanb [e21UlD 3Y3 JBPISUOI 1BY) SHJD 4O JIGWINU [e301/UOIBUWIIOJUI PAZIIEWWNS Y3 BuNJ0da) SOJD :DdD 18303/9dD

$9d) Aq passasppe 10u uolisanb [eaiul)

aseasip
pasuenpe ul dsuodsal
jJudwW3leaJ) Jo SuloNUON

$sDd) Aq passasppe 10u uolisanb [eaiul)

uoissai8o.d 10 23udLINIB
J0 uondaap Ales

sDd) Aq passaippe 10u uoiisanb [eaiul)

juaWieal} anleInd
|e1}ul J9)4E JUBWISSISSERY

(@90 1€303/a90

() 9d2 18303/9dD

papusawwoday

SUOIIEPUAWIWO031 JO Alewwing

(ot0z 3915) (vT0Z 92V)
9|qe|IeAR 30U S|A|] UO SUOIIEPUIWIWOID
€/1 1/t @ Iqei ! WL hep o dnyaom annesadoald
(0T0Z 39IS ‘STOZ NJON ,
‘TT0Z ONS3I ‘ZTOT OYIV) (sT02 3DIN 102 53V) (%) 3|qe|IBAR 10U S|A]L UO SUOIIEPUSWWO0IDY
s/v 2/t sisouselp |enuatapig
(s18uejoyd Suisoua)s)
(otoz A1SVV) (¥10T 92V)
(%} 3|ge|leAB 10U S|A|L UO SUOllepUSWIWOIaY Jsi4 paseasoul
z/t 1/t 1e 9|doad jo Suiuaaids
(swAuoude goo) (swAuoade nd)) (s)4951eW JOWINY

uonsanb jeauy

(sao0 § ‘sHd) T) £ :suawndop pauiwexy

98essaw awoy-ayel

YIINVI AUVITIg

© 2016 Wichtig Publishing



Circulating tumor markers: a guide to their appropriate clinical use

e342

*SUOI}EPUBWIWIOIAI 1211 dX3 JU3saLd 30U Op SHJD ‘PAsSaIPPE ae SAL JI ‘4O S|NL SS2IPPE 30U Op JBYII3 UOIISaNb [ed1ul]d 3Y3 JBPISUOD 1BY} SDdD PAUIWEXD dY] G
"uoiisanb [ea1ul]d 3Y1 JAPISUO 1eYl SO0 JO JAGUINU [e301/UCIEWIOJUI PAZIEWWINS 3Y) Bulliodal SADO D0 1€303/A90

"uopsanb [ea1ul2 Y3 JBPISUOI 1RY1 SO JO JAGINU [2303/UOHEWIIOJUI PAZIIRWWNS B3 BuilI0dal SDJI :DdD [8303/DdD ;)

(¥4-€T0Z ONS3

(TTOZ NOIS ‘PTOZ 3DIN D-ZTOT SYISV)

oseasip

(@90 18303/a90

(r) 9dI [8303/9dD

papuswwoddy

SuolIEpPUBWIWOI3I JO Alewwing

2¥2-ZT0Z ONST ‘STOT INOIV) (%] 9|ge|leA. 10U S|A|L UO SUOIlEpUSWIWOIaY pasuenpe ui asuodsas
s €/¢€ juswieal; Jo Suouo
(0-€102 ONS3) (4-€T0Z SYISY D-2T0OT SYISVY) V3D 01 uoilppe ul 6'6TVD SE Yyans S|AL J8Yylo Jo asn auiinoJd
8/1 v/t 3y1 110ddns 01 92U3PIAS UBIDIYNSUI S| B43Y3] JUSsaLd 1Y
(¥-9TOZ NJON D-STOZ NION 9SeasIp JuaJindal
‘J-€T0Z OINS3 “€T0T INLD3 ‘STOT INOIV) (4-€T0Z SYISY D-2T0OT SYISVY) 10} uonesinsaaul Jayuny ydwoud pjnoys adue||IdAINS
8/s v/t v Sulnp sjana| y3D anizesadolsod Ul 9S14 PaWIIHUOD
(4-STOZ NDDN ‘2-ST0Z NDON
‘D-€10T OINIST DYD-ZT0Z ONS3 (TTOZ NOIS ‘¥TOT IDIN 90Ua.4Nnd34 Jo susis Joy Joyuow 03 dn-moj|o} Sulnp sieak
‘€T0T INLD3 ‘€TOC OISV ‘STOT WOIV) “4-€T0C SYISV ‘I-TTOT SYISV) G-€ 1541} @Y1 Ul 1sed| e passasse Ajie|n8aJ aq pjnoys y3id uoissaiSoud 10 3d2ua44ndal
8/L v/v jo uoda39p Apes
(¥-€T0C ONS3 ‘D-ETOT OINS3) (TT0Z NOIS) 2 51qE[|EAE 10U SIALL UO SUOREPUBLILIOISY JUaWIeAI} DAIRRIND
€/t 1/T 1 191j€ JUdWISSISSedy
/0 (TTOZ NOIS ‘PT0OZ 3DIN ‘0TOZ VOV) & 51qe|IEAR 10U SIL UO SUOIEPUBWIWIOIaY
9/€
(sT0Z WOIV) (¥-ETOT SYISV D-2TOT S¥ISV) V3D 031 uonippe ul 6'6TVI Se Yans s|A L 419430 Jo asn suinod
L/t 9/t z 9y3 1oddns 03 92U3PIAS JUBIDIY4NSUI S| BIBY3 JUSsaLd Iy
(¥-STOZ NION D-STOZ NION
“4-€T0Z OWS3I D-ETOTZ OINST QYD (¥-¥T0Z 022 vId SaN|eA 3UI|3SE( JO JUBWIYSI|RISD
-Z10Z OINS3 ‘€T0Z 193 ‘STOT NOIV) “4-€T0T SYISY ‘D-TTOT SYOSV) 91 J0j A128.ns dA1109|9 910)a( Passasse aq p|noys yId
L/L 9/¢ dnyiom annesadoaid
(4-€T0Z ONSID-€TOZ ONST (TTOZ NOIS ‘STOT 3DIN ‘YTOT IDIN
2¥2-2T0¢ ONSA ‘STOZ NOIV) 2¥2-¥T0Z 02D D-TTOT SUISY) %) 3|qe|IBAR 10U S|A|] UO SUOIIEPUSWIWOIDY
1747 s/s sisouselp |enuaiayia
(2-ST0Z NJON (zTOZ 41SINSN
J-€T0Z OINS3 ‘STOZ INOIV) ‘TTOZ NOIS ‘NS-TTOT 3JIN ‘0TOZ VOV) %) 3|qe|IBAR 10U S|AJL UO SUOIIBPUSWIWOIRY 3S14 paseasoul
€/€ v/v 1e 9|doad jo Sujuaaids
(swAuosoe go0) (swAuousde nd)) (s)4334ew Jowny

uonsanb jeaiuld

(sa90 6 ‘sDdd 0T) 6T :sIUdWNI0P paulwex3]

98essaw awoy-ayel

H3IONVI 1V1I34010D

© 2016 Wichtig Publishing



e343

Gion et al

0S 6T

9 8€

00 S€

8¢ 6T

€€ St

: TC

ouapuadapul
|elio1p3 Aujiqearjddy
9 ulewoq S urewoq

uonejuasasd
jo Awued
t utewoq

9 9€ 9 CT0T 41SINSN

8 8 98 TTOZ NOIS

6 6 V6 STOZ IDIN

6 V6 00 102 IDIN

6 6 6 NS-T1T0Z IDIN

8 0s 6 Y¥-¥T0Z 020

V6 J4D-¥102 020

6 9€ Y-ETOT SHUISV

9 €€ 8 J-210T SYOSV

6t €€ 0T0Z VOV

1uswdojanap 1USWIAA|OAUI

J0 031y Japjoyayeis asodind pue adoas

€ ulewoq Z ulewoq T ulewoq s9d) J0 swAuo.y

(sa90 6 ‘sDd? 0T) 6T :sIUdWNIOP paulwex]

aSessaw awoy-ayeL

Y3IONVI 1V1I34010d

© 2016 Wichtig Publishing



Circulating tumor markers: a guide to their appropriate clinical use

e344

92uspuadapul

|elo1p3 Ayjigeoiddy
g ulewoq

9 ulewoq

uollejuasasd
jo Aed
t ulewoq

jJuswdojanap
40 1031y
€ ulewoq

€T0T S1S
STOZ 3JIN
102 DHNHN
Z10Z daw
102 SHY
JUSWA|OAUI
Jaployaels asodund pue adoos
Z utewoq T ulewoq sDd) 40 swAuo.y

*SUOI1EPUAIWO03J 1DI|dX3 JU3saId 10U 0P SDJD ‘PASSAIPPE 3Je SIAL 4l “O SIAL SSBIPPE 10U Op 3y uolisanb [ealul|d 3y} JaPISUOD 1eY] SDdD PAUIWEXD BY] G
‘uonsanb [ed1ul] 3Y3 J3PISUOD 1Yl SO 4O J3GUINU |e103/UCBULIOJUI PazIEWIWNS 3Y1 Bulliodal SQDO a0 [e103/an0 ,
‘uonsanb |e21UI] 3Y3 J3PISUOD JeY) SHD JO JSqUINU [10}/UOIIRULIOJUI PaZIEWIWNS 3Y1 Bulliodal SO :DdJ [B103/9dD

(STOZ NDJDN ‘€T0Z ONS3

aseasip

‘ZT0T OMIV ‘STOT WOIV) (€107 S1S) & 3]ge|IeAR 10U S|AIL UO SUOIIEPUSWIWOIaY pasueape uj asuodsal
v/v 1/t juawieas; jo Suloyuo
(STOZ NJON ‘€T0Z ONS3
\N._”ON Ow.__< .m._”ON _>_O_<v :N._“ON mIdQ ® w_Qm__N>m jou m_\/_._. uo mCO_umUCQEEOme CO_mmw._MOLQ 10 ?JUu3aJ1indal
v/v 1/t 40 uondAap Ajieg
JudW)eds} dA1eIND
- - - H Aq passaJppe jou uoisanb |eajul y
9dd A9 p ppe ¥ 1 [ESIEH e} [enIul J934e JuBWSSIsSEY
(STOT NJON ‘€T0Z ONS3 (€TOT SLS
‘2T0T O¥IV ‘STOT NOIY) ‘yT0Z DYNHN ‘YTOT SHY) o 3]GE|IBAE 10U SIL UO SUOIIEPUBIWOI3Y
v/v €/€ dnysom annesadoaid
(€10T S1S
(STOZ NJON ‘STOT 3DIN ‘YT0Z DYNHN
‘€T0Z OWS3 ‘STOT NOIV) ‘ZT0T daw ‘yT0Z SHY) @ SIGE|IEAE J0U SINL UO SUOREPUSWWIOIIY
€/€ s/s sisouSelp |ennuaJapiqg
(yT0Z DYHN (snSeydosa s 119.41e9)
‘210z daw ‘10T SHY) (%) 9|qge|leAe 10U S|A|L UO SUOllepuUaWIWOI9Y )S14 paseasdul
o/o €/€ 1e 9)jdoad jo Suiuaaids
(swAuousoe go0) (swAuousoe 54)) (s)4a34eWw J0wny

(@90 1€303/as0

(1) 9dD 1€303/9dD

papuswwoday

SuolEpPUBWWO0I3 J0 Aewwng

uonsanb |eatuld

(sao0 v ‘sDd) S) 6 :SIUaWNI0P paulwexy

98essaw awoy-ayel

43IIJNVI 1VIDVHAOS3

© 2016 Wichtig Publishing



e345

Gion et al

STOZ IDIN
(44 102 020
0s €€ 6002 200V
9ouapuadapul uonejuasaid 1uswdojanap 1USWAA|OAUL
|elionp3 Anjigeanddy J0 Awue) J0 1031y Jspjoyaels asod.nd pue adods
9 ulewog S ulewoq ¥ urewoq € ulewoq Z ulewoq T ulewoq $9d)D jo swAuo.y

'SUOIIEPUSWIWIOI 1121[dX3 JUIsaId 10U Op SDJD ‘PAsSAIPPE aJe SINL J “JO SINL SS2IPPE 10U OP JaY1Id UOIISaNb [BD1UI]D 31 JOPISUOD 1BY]) SDJD PIUIWEXS BYL @)
"uonsanb [ed1ul]d 3y JAPISUOD Y1 SO0 JO JAqUINU |e101/UCHBULIOJUI PazIIEWWNS Y3 Suiodal SO :aD0 [e103/d90 ,
‘uonsanb [ed1ul|d 3Y3 JAPISUOD 1BY1 SO JO JAGUINU [103/UOIBULIOJUI PAZIIEWWNS Y3 BulLiodal SDJD :DdJ [8101/DdD ;)

(STOZ NJDON ‘€T0Z ONS3 aseasip
‘ZT0T O¥IV ‘STOT WOIV) (¥T0T 022 ‘600C 222V) %] 3|qe|IBAR 10U S|A[] UO SUOI}EPUBWIWOIBY pasuenpe uj asuodsas
v/v 2/t judwijeal jo Sulioyuo
(600Z 220V) auopN 112U [e21Ul]2 0} pe3| J0U S0P 31 3SNEIA( J|IYMYLIOM 10U S| BWOUIDIED uoissaiSoad 10 dduUd1INIBA
v/0 T/ ou1ses 4oy uo pajesado sjuaned jo dn-mojjo) ay3 4oy S| L Sululwielag 40 uo132919p Ajuez
--- --- - $sDd) Aq passauppe jou uolisanb |eaiuld usuneal} anjesnd
|enlul Ja14e JUBWISSasseay
(STOZ NJON ‘€T0Z ONS3
‘€T0T W193 ‘STOZ WOIV) (6002 220V) %]
s/v 1/1 9|ge|IeAR J0U S|A|] UO SUOIIBPUSWWOIRY dnyaom annesadoasd
(€T0Z ONS3 ‘STOZ NOIY) (STOZ 3DIN) >
2/t 1/1 9|qe|IBAR 10U S|A|] UO SUOIIBPUSWWOIRY sisouselp |ennuaiayia
(STOZ NJON) (6002 220V) > 3S1 paseaJdul
/1 /1 9|ge|lBAR 10U S|AlL UO SUOIIEPUIWWOIDY 1e 3jdoad jo Suiuaaids
(swAuousde goQ) (swAuoude nd)) (s)49542W JOoWN)
(@90 |1e103/am0  9d2 |e101/9dd papuawwoday suollepuawiwiodad jo Alewwng uonsanb |eaiud

(sao0 S ‘sHd) €) 8 :suaWNI0p paulwexy

98essaw awoy-ayel

YIINVI J1YLSVD

© 2016 Wichtig Publishing



Circulating tumor markers: a guide to their appropriate clinical use

e346

panunuod aq o3

. (stoe zuuz ) ( ) sjusawaJinseaw d4y dipouad
CTOC ONST "€T0C 4SIV, ¢T0Z DOHYL10 ddv apnjoul Aew sjusWIeaI} aAnel|jed pue Jue|dsues} Jani| Jarse SULIOHUO uoissaiSoud 10 23udLINIBA
s/€ /1 40 uonoaep Ales
- - - sd) Aq passaippe jou uonsanb jesjul) juawieas} aAneind
|e13iul J93je JuUsWSsasseay
(STOZ NJDN ‘STOZ NOIV) (TTOZ 20N “€T0OZ HSI) 31GE]IEAE JOU SINL UO SUOIEPUSWILIOIDY
v/t €/t &
(2102 21403-1SV3 ‘€10T 4SIV) (10T 9OHY110) 151] Suiyiem juedsuedy JaAl| wody Inodoup 40 st ay1 1Ipald
v/t €/1 Aew awil JsA0 ¢4y winJas Ul sadueyd Jo/pue S[an3| d4V pasealdu|
ddv
(2107 21403-15V3 ‘€102 4SIV) (2102 92HY110) JuUaWaINSeaW ¢4V sapijod Sunsiap
v/t €/1 pue SuiSewi Aq pawuoyiad aq pjnoys Sulioliuow 3si|-Suiliem d1poliad pue Ajuond juejdsuesy 191
(zT0Z OIS
‘210T 21¥03-1SV3 ‘2TOT O¥IV) (TTOZ DJIN ‘€T0T HST) %) 3|qe|IeAR 10U S|A|L UO SUOIIEPUSWIWIOIRY
9/¢ 2/t dnyaom aniesadoasd
a4ed Atewnd Aq
pauielaus sem Ajjiqisuodsad |BIIUI|D Y} 943YM J3DUBD JBAI| paldadsns
(STOZ 3DIN) yum sauaned ul d4v 4o Adeunade oisoudelp ayi 01 Suluielsad paljiauapl
9/0 v/ SeM 92UDPIAS 2Jed Asewud oN :Z "u uonewuojul Aseyusaws|ddng
(zT0Z ONS3 ‘STOZ NOIV) (114-¥10Z 9IV) (%) JUSWAINSEIW d4V WNJSS S3PNJIUl JOH Paldadsns yum
9/t v/1 juaned e jo dnysom dipsoudelp ay] :T u uoirew.ojul Aseyusawsaddng
(z10T 21403-15V3 (STOZ 3DIN ‘TTOZ DN 6
‘2102 OYIV ‘STOT NOIV) ‘€102 HSI “114-#10Z 92V) 3|ge|IeAR 10U S|A|L UO SUOIIBPUSWIWOIDY
9/€ v/v sisouselp |eljuaiaa
(z10C ONS3 Andiy1oads mo| pue (AydesSouosesyn
‘2102 D1403-1SV3 ‘€T0C 4SIV ueyl Jamoy) AlIAIIISUSS Mo| JO 9snedaq AZe1eu1s aosue||laAIns
‘2T0T O¥IV ‘STOT NOIV) (TT0Z 20IN) JOJ pa3edlpul 10U (SIAIL 49410 pue) 44y "auoje AydesSouosesyn
9/s €/1 %] 9sn p|noys JJH 40} Suluaauds :uonewsojul Aeyuswajddng
(zT07 ONS3I) (TT0Z 20IN) 3|qe|IEAR 30U S|ALL UO SUOIIBPUSWIIOIRY 6
9/1 €/t ddv
(STOZ NJON) (AGH-ET0T 3DIN ‘€TOT HSI) d4V J0 Juswainseaw yyum pauiquod AydesSouosesyn )S14 paseaJdul
9/t €/t J1potsad uo paseq st dnoud ysu-y3iy ayi ul syuaned Jo ddue||1dAINg 1e 9)doad jo Suiuaasds

(swAuosde aoQ)
(7390 18303/a90

(swAuousde nd))
(1) 9d2 1€303/9dD

(s)49)4ew Jowny
papuawwoday

suoiEpUAWIWOI3I 0 Alewwng

uopsanb jeajul)

98essaw awoy-ayel

(sao0 9 ‘s9dJ 9) ZT :sIuaWNd0p paulwex3

(DOH) VINONIJYVI ¥V1N113D0.LVd3H

© 2016 Wichtig Publishing



e347

Gion et al

ouapuadapul
|elioip3
9 ulewoq

Aupiqesyddy
S ulewoq

uolejuasald juawdojanap JUSWIAA|OAU|
j0 Auue) 40 4031y Japjoyayeis asodund pue adoos
t ulewoq € ulewoq Z ulewoq T ulewoq

10T DOHY110

ST0Z IDIN

AGH-€T0T IDIN

TT0C DN

€T0C HSI

T14-vT0C DIV

$Dd) J0 swAuosy

'SDdD JUBJaYIp AQ pariodal aJe uo1ISaNb |BI1UID BY3 Ul SIAIL UO SUOI}BPUSWIWIODIDI JUISISUODU| Q

*SUOIIEPUSWIWO023J }121|dXd JUBS3Id 10U OpP SHJD ‘PASSAIPPE aJe SN L I ‘4O SIAL SS2IPPE 10U OP J3Y1Ia UoIIsanb [eIIUI|D Y3 JBPISUOD JeY] SDHJD PAUIWEXD dYL @)
"uonsanb [edjulfd Y3 J3PISUOI 3By} SADO 4O JAGWINU [e301/UOIIBULIOJUI PaZIBWWNS 3y Bulliodas SGOO ‘a0 1e303/AD0 ,
“uonsanb |31ulj2 Y3 J3PISUOD 1Y) SO JO JAGUINU [E10}/UOIIBLIIOJUI PIZIEBWIWNS BY) BuilI0dal SD :DdD [8103/9dD ()

(STOZ NDON
‘TT0T D1403-1SV3 ‘€T0T 4SIV
‘ZT0Z OYIV ‘STOZ NOIY)

9/s

(TTOZ DDA ‘€T0T HST)
2/t

9|ge|leAe 10U S|A|] UO SUOllEpUIWWOIDY

aseasip
pasuenpe uj asuodsaa
judwieaJy jo SuloNuo

(swAuousde o)
(@90 1€103/a20

(swAuouse nq))
() 9dJ 18303/9dD

(s)49)4eW Jowny
papusawwodady

suollepuawwodal jo Atewwnsg

uonsanb jeaiur))

(sa90 9 ‘s9dd 9) ZT :s1UBWNI0P paulwiex3

aSessaw awoy-ayeL

(DOH) VINONIJYVI ¥V1N113D0.LVd3H

© 2016 Wichtig Publishing



Circulating tumor markers: a guide to their appropriate clinical use

e348

¥10C €S
STOZ IDIN
(474 LT 144 g-v10¢Z SdOSI
[44 Le 1474 V-7102Z Sd9SI
2ouapuadapul uollejuasaud 1uawdo|anap 1USWAA|OAUI
|elioup3 Ajigeoiddy jo Aued J0 1081y Japjoyayeis asodind pue adods
9 ulewoq G ulewoq t ulewoq € ulewoq Z ulewoq T ulewoq sDd) J0 swAuosy

'SUOIIEPUSWIWO03J 1DI|dXD 1USaId 10U Op SDJD ‘PIsSIIPPE 3Je SIAIL JI 4O SN L SSSIPPE 10U Op JBYIID UOIISaNb [ed1Uld 3Y1 JaPISUOD 1Y) DD Paulwexs syl ¢
"uonsanb [e3ul|2 dY1 JAPISUOI 1YL SADO 4O J3GINU [2301/UOBWIOLUI PaZIIEWWNS Y] Buodal SGDO :aD0 1e3103/aD0
"uosanb [e21uID Y3 JBPISUOI 1BY) SHJD 4O JAGWINU [e301/UOIIBUIIOJUI PAZIIRWIWNS Y3} BuJodal SOJD :DdD 1803/9dD

aseasip
(STOZ NDON ‘2T0Z OWS3) (v1oT €5) %) 3|ge|IBAR J0U S|A]| UO SUOIIEPUBWIWO0IDY pasuenpe uj asuodsa.
€/t 1/t juaWieaJ} Jo SuoyUOoN
- - - sDd) Aq passaJppe 10U Uoiisanb [ealul) uoissaiSoad 10 d3udINIA
30 uonAAp Ajes
-- - - sDdJ Aq passaippe jou uonsanb [eajuld juswiesaly anje.nd
ul J9)je JUdWISSasSsedy
(zT0Z ONS3) (V70T €S V-¥T0T SdOSI) 31GE|IEAE 10U S| UO SUOIEPUSWILIOIDY
€/1 €/t
(STOZ NOON @ an|ea a1nsousoud aAnesau aney Aew
‘ZT0T ONS3 ‘STOT NOIY) (¥10T €S “a-¥10T SdOSI) . | i : 4
¢/c ¢z 6TV 6'6TVD 2A11es9doaud pajeas|] :uonewuojul Aejuswa|ddng
(8-¥T0T SdOSI) 132up2 21303.ound 3|qDIIISAJ AUII3aPI0G YHM SIudlled Joy
£/0 €/1 sonpsoudelp aAnesadoasd paepuels ul papnjoul 9q Aew 66TV dnjiom annesadoaid
(STOZ NDDN)
(STOZ NDON 10e43 AJel|ig 9y JO UOjjBWWEJU] JO UOI}ID}UI JO SBSED
‘ZT0T OINS3 ‘STOZ INOIV) (V-¥T0T SdOSI) ul pue (ASojone jo ssa|pJedal) uoildniisqo Aleljiq jo sased
€/€ (441 %) ul 9AnIsod Ajas|e) aq Aew g'6T D :uonewJojul Asejuswa|ddng
(STOZ NN
‘TT0T OWS3 ‘'STOT NOIV) (STOZ 3DIN V-¥T0T Sd9SI)
€/€ 2/t 9|ge|IBAR 10U S|A|] UO SUOIIEpUSBWIWOIDY sisouSelp |ennuaiaya
- - - sDd) Aq passalppe jou uolisanb [eaiuld Suiuaauds
(swAuousde goQ) (swAuoude nd)) (s)4934eW JOWN)
(390 |1e103/am0 ) 9d2 |e103/9dd papuawiwoday suoljepuawwiodal jo Atewwing uonsanb jeau)

(saoo € ‘s9d) ) £ :suawndop paujwexy

98essaw awoy-ayel

Y3IODNVI J11VIUINVd

© 2016 Wichtig Publishing



Gion et al 349

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 0GD 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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