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Abstract

Introduction: Clinical practice guidelines (CPGs) and consensus statements (CSs) are
being promoted to provide high-quality healthcare guidance. This systematic review
has assessed the breast cancer (BC) screening CPGs and CSs quality and reporting.
Methods: A search of bibliographic databases (MEDLINE, Embase, Web of Science,
Scopus and CDSR), 12 guideline databases and 51 professional society websites was
performed without language restrictions from January 2017 to June 2020, following
prospective registration (Prospero no.: CRD42020203807). AGREE Il (% of maximum
score) and RIGHT (% of total 35 items) appraised quality and reporting individually,
extracting data in duplicate; reviewer agreement was 98% and 93%, respectively.
Results: Forty guidances with median overall quality and reporting 51% (interquartile
range [IQR] 39-63) and 48% (IQR 35-65), respectively. Twenty-two (55%) and
20 (50%) did not reach the minimum standards (scores <50%). The guidances that
deployed systematic reviews had better quality (74.2% vs. 46.9%; p = 0.001) and
reporting (80.5% vs. 42.6%; p = 0.001). Guidances reporting a tool referral scored
better (AGREE II: 72.8% vs. 43.1%, p = 0.002; RIGHT: 75.0% vs. 46.9%, p = 0.004).
Conclusion: BC screening CPGs and CSs suffered poor quality and reporting. More
than half did not reach the minimum standards. They would improve if systematic

reviews were used to underpin the recommendations made.

Abbreviations: ABS, Association of Breast Surgery; ABSI, Association of Breast Surgeons of India; ACOG, American College of Obstetricians and Gynecologists; ACP, American College of
Physicians; ACR, American College of Radiology; ACS, American Cancer Society; AEC, Asociacién Espafiola de Cirugia; AGO, Arbeitsgemeinschaft Gynakologische Onkologie; AJR, American
Journal of Radiology; ASBS, American Society of Breast Surgeons; BBDS, Brazilian Breast Disease Society; BCRDI, Brazilian College of Radiology and Diagnostic Imaging; BFGOA, Brazilian
Federation of Gynecological and Obstetrical Associations; CACA, China Anti-Cancer Association; CADTH, Canadian Agency for Drugs and Technologies in Health; CCO, Cancer Care Ontario;
CJCRNC, Chinese Journal of Cancer Research; CPGs, clinical practice guidelines; CSs, consensus statements; CTF, Canadian Task Force; ESMO, European Society for Medical Oncology; ESO,

European Society of Oncology; Eusoma, European Society of Breast Cancer Specialists; HIS, Healthcare improvement Scotland; IETS, Instituto de Evaluacion Tecnoldgica en Salud; INC, Instituto
Nacional de Cancerologia; INCJA, Instituto Nacional de Cancer José Alencar Gomes da Silva; J BCS, Japanese Breast Cancer Society; JACR, Journal of the American College of Radiology; MHM,
Ministry of Health Malaysia; NCA, Breast Expert Advisory Group/Northern Cancer Alliance; NCCN, Nacional Comprehensive Cancer Network; NCRCC, National Clinical Research Center for
Cancer; NEJM, New England Journal of Medicine; NHCPRC, National Health Commission of the People's Republic of China; NHS, National Health Service; NICE, National Institute for Health
and Care Excellent; PHE, Public Health England; RCR, Royal College of Radiologists; SEAP, Sociedad Espafiola de Anatomia Patoldgica; SEDIM, Sociedad Espaiiola de Diagndstico por Imagen de
la Mama; SEGO, Sociedad Espafiola de Ginecologia y Obstetricia; SEMNIM, Sociedad Espafiola de Medicina Nuclear e Imagen Molecular; SEOM, Sociedad Espaiiola de Oncologia Médica; SEOR,
Sociedad Espafiola de Oncologia Radioterapica; SESPM, Sociedad Espafiola de Senologia y Patologia Mamaria; SSM, Secretaria de Salud de México; UHW, University Hospital of Wiirzburg.
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1 | INTRODUCTION

Breast cancer (BC) is the most common cancer in women with an
incidence of 2 million cases and 15% (670,000) of global cancer
deaths per year (Bray et al., 2018; Ministry of Health, Social Services
and Equality, 2013; World Health Organization, 2019). Morbidity and
survival have decreased in the last years due to the early detection
with more effective and efficient treatments (Loberg et al., 2015;
NHS, 2018). Nonetheless, BC screening can be irksome and expensive
(Loberg et al., 2015); false negatives could delay BC diagnosis, and
false positives may conduct unnecessary procedures (Morris
et al., 2015; Welch & Black, 2010). These false-positive outcomes
have generated a debate about the efficacy of BC screening and over-
treatment (Loberg et al., 2015; Welch & Black, 2010). Doctors often
do not take into account wishes and the psychological harm of
women in screening (Sicsic et al., 2018).

Clinical practice guidelines (CPGs) and consensus statements
(CS) are being promoted to provide guidance for high-quality effective
healthcare (Browman et al., 2003; Field & Lohr, 1990; Grimshaw &
Russell, 1993; Woolf et al, 1999). CPGs and CSs should be well
informed, implementing factual advances to evidence analysis to build
advice (Grimshaw & Russell, 1993; Grol, 2001). We did not find previ-
ous reviews of the quality and reporting in BC screening guidelines.
However, necessity of studying the quality and reporting has been
spotlighted to identify a worthy guideline (Booth, 2016). Further, it
has been recognised the necessity of examining the quality and
reporting as different issues but related (Yao et al., 2020). The first
handles with questions of the validity of the recommendations made,
whereas the second examines the rigour of the presentation of the
document prepared. Accordingly, there is a need for evaluation of
recently published guidance documents (Wouters et al., 2010).

The main objective of this systematic review was to assess the
quality and reporting of CPGs and CSs for BC screening, appraising
them with validated instruments and focusing on the method utilised

for evidence analysis.

2 | METHODS

A systematic review was developed following Prospero protocol no.:
CRD42020203807. It was reported following the Preferred Reporting
Items for Systematic Reviews and Meta-Analyses statement (Liberati
et al., 2009; Moher et al., 2009).

21 | Datasources and searches

This systematic literature review included CPGs and CSs published
from 2017 until 23 August 2020, using MeSH terms ‘practice

Key summary points

e Clinical practice guidelines (CPGs) and consensus (CSs) in
breast cancer treatment have presented poor quality and
reporting, and more than half of them did not reach the
minimum standards of care.

e The quality and reporting of CPGs and CSs recommenda-
tions should be improved, underpinned by systematic
reviews.

e AGREE Il and RIGHT assessment tools should be

followed for assessing high-quality guidances.

guidelines’, ‘guidelines’, ‘consensus’, ‘breast neoplasms’, ‘breast
cancer’, ‘screening’ and including word alternatives. Important online
databases (Embase, Web of Science, MEDLINE, Scopus, Cochrane
Database of Systematic Reviews, etc.), 84 websites of relevant
professional societies, 12 guidance-specific databases and the
World Wide Website were sought to include guidance that met
the selection criteria (Appendix S1). We also checked the references
of the included CPGs and CSs if there were additional eligible
guideline documents. We have chosen a 3-year time window follow-
ing a recent systematic review of the literature indications; most of
the methodological guidance manuals for updating guidelines
determined that its update should be done in <3 years (Vernooij
et al, 2014). We only incorporated in the analysis of professional
societies from countries with a global BC's scientific yield >0.5%, a
decision in line with previous peer-reviewed published studies
(Maes-Carballo, Mignini, et al., 2020; Maes-Carballo, Munoz-Nunez,
et al., 2020). Scopus was searched on 10 July 2020 to estimate the
scientific production of each country (23,748 ‘breast cancer and

health’ documents).

2.2 | Study selection and data extraction
Published CPGs and CSs about BC screening were considered for
inclusion in any language from 2017 onwards. We excluded CPGs and
CSs about treatment and diagnosis without screening, old guidelines
superseded by updates from the same organisation and CPG and CSs
for education and information purposes only. We classified each
document as CPG or CS based on its title, subtitle and methods.

Two authors (M. M. C. and L. M.), both specialists in breast
pathology, independently considered titles and abstracts for eligibility.
Discrepancies were resolved by consensus between M. M. C. and

L. M. and a third reviewer (M. M. D.). The full-text assessment was
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then done by M. M. C. and L. M. Duplicate articles were identified
and removed. The most recent version of the guidelines was incorpo-
rated into the review where several updates were found. Duplicated

data extraction was obtained independently.

2.3 | Quality and reporting assessment

Two validated appraisal tools, the AGREE Il instrument and the RIGHT
statement (Appendix S2; Brouwers et al., 2016; Chen et al., 2017),
were used to collect data to assess the quality and reporting of the
guidances on a data extraction proforma. The quality was understood
as the ‘reliability that potential development biases have been appro-
priately addressed and recommendations are internally and externally
valid’ like in AGREE Il. (Brouwers et al., 2010) Twenty-three items
were fulfilled according to six domains: scope and purpose (items
1-3), stakeholder involvement (items 4-6), the rigour of development
(items 7-14), clarity and presentation (items 15-17), applicability
(items 18-21) and editorial independence (items 22 and 23). Each
item was scored between 1 (strongly disagree; i.e., when there is no
important information of the item) and 7 (strongly agree; i.e., when
there is a fantastic description of the item). Two reviewers'
discrepancies on scoring were discussed, and unresolved issues were
addressed by a referee. The summing up reviewers' individual scores
were used to calculate the 0%-100% domain quality scores and to
follow the AGREE Il formula supplied in the tool manual (Brouwers
et al., 2010).

Furthermore, we calculated an overall guideline assessment as
the mean scores of the six standardised domains, and on the basis of
the results, a proposal was made: a CPG or CS was ‘recommended’
when scored >80% (Oh et al., 2014), ‘recommended with modifica-
tions’ if scored 50%-80% and ‘not recommended’ if <49%
(Hoffmann-Esser et al., 2018).

The RIGHT (Chen et al., 2017) statement was used for reporting
assessment. Thirty-five items were scored in 1 (reported), 0.5 (partially
reported) or O (unreported) and were classified into seven domains:
basic information (items 1-4), background (items 5-9), evidence
(items 10-12), recommendations (items 13-15), review and quality
assurance (items 16 and 17), funding, declaration and management of
interests (items 18 and 19) and other information (items 20-22).
Disagreements were solved by an arbitrator after the two reviewers'
discussion. An overall reporting assessment was calculated based on
the rate of the total (score >80%: ‘well reported’; score = 50%-80%:
‘moderate reported’; and score <50%: ‘low reported’; Hoffmann-
Esser et al., 2018).

24 | Data analysis

All analyses were obtained using Stata 15. We have made a descrip-
tive analysis of domain and overall scores. The Kruskal-Wallis test
was utilised for comparing results and studying factors that could

modify the quality and reporting of guidelines. Statistical significance

was fixed in a p < 0.05. The intraclass correlation coefficient (ICC) was
calculated for determining consistency among reviewers, and excel-
lent compliance was >0.90 (Koo & Li, 2016).

3 | RESULTS

3.1 | Study selection

The systematic search retrieved 5803 citations: 5714 from online
databases (Embase, MEDLINE, Web of Science, Scopus and Trip
database) and 89 from secondary provenances (guideline-specific
databases, professional societies and the World Wide Web). A total of
5616 publications for not meeting the selection criteria and 146 dupli-
cated guidances were removed. Finally, 35 CPGs ((ABS) AoBS, 2018;
(AGO) AGO, 2019a; (AGO) AGO, 2019b; (HIS) HiS, 2018; (RCR)
RCoR, 2019; American Cancer Society, 2019; Asociacion Espafola de
Cirugia (AEC), 2017; Breast Expert Advisory Group/Northern Cancer
Alliance, 2019; Canadian Agency for Drugs and Technologies in
Health, 2019; China Anti-Cancer Association, 2019; Ditsch
et al., 2020; ESMO, 2019; Fisterra, 2019; Huang et al., 2019; Instituto
Nacional de Colombia, 2017; Klarenbach et al., 2018; Mainiero
et al., 2017; Migowski, Dias, et al., 2018; Migowski, Silva, et al., 2018;
Migowski, Stein, et al., 2018; Ministry of Health Malaysia, 2019;
Monticciolo et al., 2018; National Health Commission of the People's
Republic of China, 2019; NCCN, 2019; Ontario, 2017; Pinder
et al., 2018; Public Health England, 2017, 2019; Practice Bulletin
Number 179, 2017; Qaseem et al., 2019; SEGO, SEOR, SEAP, SESPM,
SEDIM, SEMNIM, 2017; Sociedad Espafola de Senologia y Patologia
Mamaria, 2019; Uematsu et al., 2018; UHo, 2018; Urban et al., 2017)
and 5 CSs ((ABSI) AoBSol, 2017; (ASBS) ASoBS, 2017; Cardoso
et al., 2018; The American Society of Breast Surgeons, 2019;
Secretaria de Salud de México, 2019; 40 documents) were included
for the final review (Table 1). Four CPGs and two CSs were in Spanish
and the rest in English. Figure 1 detailed the flow diagram with the
study selection process. Reviewer agreement (ICC) was 0.98 in
AGREE Il and 0.93 in RIGHT, being their correlation score r = 0.92
(Appendix S3).

3.2 | Quality assessment

The review of guidances' quality demonstrated a heterogeneous and
extensive overall score interval (17%-90%) and a median overall
quality of 51.0% (interquartile range [IQR] 39.0-63.0). Appendices S4
and S5 epitomise all the outcomes. There were only 10% (4%) of the
guidances classified as ‘recommended’; 14 (35%) as ‘recommended
with modifications’ and 22 (55%) as ‘not recommended’. The
domains' quality was very diverse (Appendix S4). The best-achieved
domains (scoring >75%), based on solid evidence, were 1 (scope and
purpose) with 19 (48%) guideline documents and 4 (clarity of presen-
tation) with 18 (45%) CPGs and CSs. Domain 5 (applicability) was the
worst explained with only two (5%) guidelines scoring >75%. Domain
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6 (editorial independence) was high scored (>75%) in 10 (25%) CPGs

- @ g 9O .. .J S
% ﬁ a D855 but was very low scored (<25%) in 16 (40%). The health questions
] . =T O 5 - -
-§ £ 3 n.f; § Jv: > % % g % were specifically described in 75% of the CPGs and CSs (30/40). More
. C 1S o . .
g % o i § IS qé o *E 5 g 4= than three parts of the guidances (76%; 31/40) correctly described
T « B0 B0 € OG5 o - O . .
_g u?% S S 2 :q) C)% % 5 2 the end-population to whom they meant to apply. Regarding the
LY 5 4350 5o} . . . -
S @ E ‘f@ E é g Y5 Z 12 > clarity of presentation, the recommendations were specific and
S 9] .0 C ¥ o ]
; = § 6o 8 § 'E S8% E 2 unambiguous in 77% (32/40); the different options for management
= = o [~ N + C 3
s j:'_a “ e ‘; S g '§ § ] ,g %iﬂ of the condition or health issue were clearly presented in 76%
o = £ g5 2
s 2 S g § & TE % S L,% % 3 (31/40); and the key recommendations were easily identifiable (75%;
Q ] © © .
E Q o % ﬁ hg g E § 5 30/40). In contrast, the weakest areas of the guidances analysed were
T g @ T © =
§ o GEJ L2 .g g s g % 'qé ; % about the rigour development. Only a third part of the CPGs and CSs
35 O 2 - 5T 0O
g . o0 g :é» § S 8 § 8 £ 2 @ ! were externally reviewed by experts prior to its publication (34%;
g &5 u'8§gmu<;g§ . . .
9 % g § <@ Lo G oT A T4 14/40), and even less guidances provided a procedure for updating
S o n v — 0 > S L. o
a5 z B<TY E 38 % % the guideline (30%; 12/40). See Appendix Sé. The higher quality
o0 X °C .5 & 2=
- —g ¥ g z g '-(% z T E guidelines were the Ministry of Health Malaysia (MHM; Ministry of
<) o 4 o O 9 o . . . .
‘@ é ‘-(% 'OQ % '-; % C3 x% % Health Malaysia, 2019), the American College of Physicians (ACP;
o > X 2 &
>~ OBl ade g9 Qaseem et al., 2019), Canadian Task Force (CTF; Klarenbach
2% k& x = < 0o s 8
€3¢ 8 .‘§ S 5 HeL et al., 2018) and Colombian (Instituto Nacional de Colombia, 2017)
= ‘oo C© = .9 .
2 &3 S s g ¢ % 335 a CPGs (Appendices $4 and S7).
§E8 = £2850EZ2528
s £ 3 8 8c-wd8yg>>570
® 5 5 729 X@ - E Qo= ¢
Lo 85 0 € X Z g
3 3 6253438229 .
a e z 5Ico5E ¢ R ° 3.3 | Reporting assessment
£ 9 502 g S
perfBoEefe
S g8 EVNE RS . . .
S L3 S 2 ‘:o's 'g %0 g IE The reporting overall score range was varied (17%-90%; Appendices
ow > o 8 [im|
§ S g é g & g £ 8 E S8 and S9), and the median overall reporting achievement was 48%
= = >00® .
g 6 N 8 g < < % ; '§ (IQR 35.0-65.0). Half of the CPGs and CSs (20) were classified as ‘low
v A= PP [
> s S § 2 B .% gs % —g ; reported’. Fifteen (38%) guidelines were ‘moderate reported’, and
= Ri] S U= o]
E 7 8 (_%" 8 g s g e s only five (13%) were ‘well reported’. The diverse reporting in guide-
< o < ANEGE"
P @ % 5:.3 $ § g % u lines was summarised in Appendix S8. The results of the domains
L o S € b5 IS T ®
g S 2 %) .g S i 8 zZ g o 2 were very varied that they should be taken with caution. The median
N S & LT YsecP . . -
3“_&3 g §I T é g §3 of the domain scores was 58% (8%-53%) for domain 1 (basic informa-
S o =W .2 . .
> o g2203353 9% tion), 63% (25%-100%) for domain 2 (background), 50% (0%-100%)
£ 9O ¥z ® S s -4
§ 3 3 % o%g '§ ‘% ‘é’ % '% © for domain 3 (evidence), 50% (7%-100%) for domain 4 (recommenda-
+ 0 = v} %0 . . . .
o = § fgo Q£ &? 5 ] @ ;’5 ‘—g tions), 25% (0%-100%) for domain 5 (review and quality assurance),
Vo o5 c o .9
= o 2 S % agJ § E B 8 S 19 (0%-100%) for domain 6 (funding, declaration and management of
[} bl T O 5 Z . . . .
:°: E g G BeV $5u » S interests) and 33% (0%-100%) for domain 7 (other information). More
S0 GB Y e = I 8 . . . .
E-‘é 3 ® < '?% % o B \% ZEQ than three parts in (79%; 32/40) of the guidances were well-identified
CH S oMo 3T
g "§ % S % ] 8 E {2“ L% as a guideline, and 91% (36/40) described the focus of the guideline
= < £ O
° <_(» O g E *E Zo %‘ © L3 in the title. The primary population and subgroups were specified in
. 0w o o S 5 o °
g ) 2 2 B T § é é L G:Jb & 86% (34/40) of the CPGs and CSs. The recommendations were clear,
= o = I v Qo o
T S e z% 56§ = T3E 2 precise and actionable (85%; 33/40) and separated by subgroups if it
oox =5a<6l < o
< g) :5: GRE ¢ o § * 30 was needed (85%; 34/40). On the other hand, abbreviations and acro-
o cm =2 ZY L own . .
s UV Bo QW= 42 50 nyms were not usually provided (33%; 13/40). The description of the
25 5855588538 ’
N © % '§ o § Ew c% & ‘é 3 selection and role of the contributors were scarce (25%; 11/40). The
Y— v 5 . U o
8 o ° < n.; L a % 5 = -g % ob resource implications in the formulation of recommendations were
Q N - Y= B -
° ; § § % g 2 é tzo 5 z 2 3 15 .§ usually not studied (29%; 12/40). The description used by the guid-
5 v 5§25 3G $ILg8sL 2885 | K o I
o g 83 g £ 5 % 0 & g5 282852 ances development group to make decisions was not usually
a =&
= e §85208 <98 -0C8FERes described (29%; 12/40). External review (24%; 10/40) and quality
L g0 ¢ %) L E o2 o w w .
S %' 29 E E :§ 2 g a o %«Z‘é % O3 Lé *g assurance (24%; 10/40), funding sources (30%; 12/40) and roles of
L sz T8 B < 2
£ g § g g 39 g § §9°3 2T s E §§ the funder (31%; 13/40) were not usually adequately described.
- [ o = - K} S C UV 3D o«
L Z O § § 2 % % % g (EC“ UC% E g Finally, the limitations and the external validity of recommendations
m o g 5% 8 8 : g S % ks < were not presented appropriately in 30% (12/40) of the guidances.
< 8 EQC s > < 8w 8 ¢ . . . . C
= I <aoa<WZLZIZnwvd See Appendix S10. The highest reporting compliance guidelines were
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Important citations identified through

FIGURE 1 The flow diagram detailing
the study selection

Cochrane Library: 16 Total n=89

search on:
MEDLINE: 157 Additional guidances identified from:
EMBASE: 4025 Guideline-specific databases
SCOPUS: 816 | Websites of relevant professional societies
Web of Science: 29 The World Wide Web

TRIP Database: 671

Total n=5714 Guidelines excluded:
Grand Total N= 5803 - Duplicates: n=146

A 4

- Inappropiate population/ publication/
development group/obsolete guidelines replace by
an update from the same organisation n=5617

A 4
Records included after filtering through
reviews of titles and abstracts

n=40

4
Full-text articles assessed for eligibility
n=40

- 35 Clinical Practice Guidelines

- 5 Consensus Statements

the MHM (Ministry of Health Malaysia, 2019), the ACP (Qaseem
et al, 2019), the CTF (Klarenbach et al., 2018), the Cancer Care
Ontario (Ontario, 2017) and the Colombian (Instituto Nacional de
Colombia, 2017; Appendices S8 and S11).

3.4 | \Variables related to quality and reporting

Although CPGs scored better than CSs in both quality and reporting
assessments, the results were not significant (AGREE Il: p = 0728;
RIGHT: p = 0.919). No differences were found between countries
(AGREE II: p = 0.106; RIGHT: p = 0.292), publication year (AGREE II:
p=0.841; RIGHT: p=0.106), number of version (AGREE II:
p = 0.486; RIGHT: p =0.770) or publication in a journal neither.
Guidelines based on systematic reviews had better quality (74.2%
vs. 46.9%; p = 0.001) and reporting than consensus (80.5% vs. 42.6%,;
p = 0.001). The guidances, which reported the following of a quality
tool referral, scored better than when it was not reported (AGREE II:
72.8% vs. 43.1%, p = 0.002; RIGHT: 75.0% vs. 46.9%, p = 0.004).

Table 2 summarises all these results.

3.5 | Screening versus treatment guidelines

Analysing screening versus treatment guidelines, the median overall
quality was 45.80% (31.88-62.50) versus 53.98% (35.86-74.27),
p = 0.096, respectively, and the median overall reporting was 49.60%
(35.93-68.35) versus 60.93% (44.53-84.37), p = 0.043, separately.
There was an unequivocal reduction in quality of the screening CPGs
and CSs by at least 10% in all domains except domain 5 (for
applicability), which have improved, although punctuation had not
reached minimal requirements. Studying the reporting in both

screening and treatment guideline documents, results were more

similar. Although domains 1 (basic information), 3 (evidence) and
7 (other information) scored worse in screening CPGs and CSs,
domains 4 (recommendations), 5 (review and quality assurance) and
6 (funding, declaration and management of interests) were slightly
improved. Figure 2 showed a comparison between screening and
treatment guidances regarding AGREE Il and RIGHT tools.

4 | DISCUSSION

4.1 | Main findings

As in BC treatment guidelines, our current review showed a very
diverse quality and reporting between BC screening guidances. More
than three quarters of these guidelines could not be endorsed as they
are currently presented, so their quality and reporting were even
worse than in a complimentary review by our team about the quality
and reporting of BC treatment CPGs and CSs (Maes-Carballo, Mignini,
et al., 2020). Studying the methods of evidence analysis, the guideline
documents that deployed systematic reviews had better quality and
reporting. CSs had worse quality and reporting, less editorial indepen-
dence and higher risks of bias than CPGs. The reporting of the quality
tool referral use as AGREE Il or RIGHT during the guidance elabora-
tion improved quality and reporting.

Screening guidances had lower quality than treatment CPGs
and CSs in all the domains except for applicability, although it
remains poor. Rigour of development and editorial independence
scored very low. The health questions, the end-population applied,
the clarity and identification of the different recommendations
were well described in more than three parts of the guidances.
However, the external review and the updating procedure were
specified in less than a third. Treatment and screening CPGs and CSs

reporting results were more similar. Recommendations, review, quality
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TABLE 2 Variables related to the
quality and reporting of CPGs and CSs

Seope and purpose (%)

Stakeholder involvement (%)

Rigor of development (%)

Qarity of presentation (%)

Applicabiliy (%)

Editorial independence (%)

Overallassesment

w Treatment m Screening

—Wl LEY 11 of 16

AGREE Il RIGHT
Variable Median (%) IQR pvalue Median (%) IQR p value
Type of document
CPGs 44.2 31.2-63.1 0.728 50.0 35.9-69.5 0919
CSs 471 46.7-51.1 43.0 42.1-59.4
Country
USA 75.7 27.5-51.5 0.106 46.5 35.9-57.8  0.292
Europe 45.1 39.5-74.3 49.2 42.2-85.2
Other countries 55.1 34.1-63.1 59.4 35.9-70.3
Publication year
2017 511 30.1-72.8 0.841 719 44.5-90.6  0.106
2018 44.2 34.1-63.1 60.9 35.9-76.6
2019-2020 40.9 31.7-53.3 58.2 48.4-83.2
Publication in a journal
Yes 51.3 38.8-63.1 0.248 55.9 38.3-69.5 0.271
No 384 27.5-53.6 42.6 33.6-67.2
Version number
1 48.9 36.7-65.1 0.486 51.2 35.2-684  0.770
2 33.2 23.9-54.3 430 35.9-50.8
3 or more 45.1 30.1-53.6 52.0 35.9-71.1
Evidence analysis
Consensus 46.9 34.1-51.1  0.001 42.6 35.9-59.4  0.001
Not reported 27.5 23.5-31.5 33.6 25.0-38.3
Review 52.9 42.2-62.5 55.9 48.8-69.9
Systematic review  74.2 70.3-76.1 80.5 75.0-85.2
Quality tool referral
Reported 72.8 70.2-83.0 0.002 75.0 69.5-89.8  0.004
Not reported 43.1 31.1-53.6 46.9 35.9-61.7
Abbreviations: CPGs, clinical practice guidelines; CSs, consensus; IQR, interquartile range.
between and BC (AGREE Il C between and (RIGHT
e - e . .
e —"
_—
PR — _ i

= Treatment m Screening

FIGURE 2 Comparison between screening and treatment guidance documents. Abbreviation: BC, breast cancer
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assurance and funding, declaration and management of interests
improved slightly, whereas basic information, evidence and other
information scored worse.

More than three parts of the guidances were well identified and
described the aim in the title; the primary population and subgroups
were well-specified, and recommendations were clear and separated
by subgroups if it was needed. On the other hand, in more than three
parts, abbreviations and acronyms were not usually provided; the
selection criteria and role of the contributors were also scarce; the
development decisions were not usually described; and the external
review, the quality assurance and the funding sources were not
adequately described. Finally, limitations and external validity of the
recommendations were not presented appropriately.

4.2 | Strengths and limitations

This non-language-restriction systematic review gave a broad view of
the screening scenario guidance literature with a big large number of
CPGs and CSs. Being English and Spanish the most widely spoken
languages (Amano et al., 2016), most of the societies (China
Anti-Cancer Association, 2019; Huang et al., 2019; National Health
Commission of the People's Republic of China, 2019; Uematsu
et al., 2018; Ditsch et al., 2020; (AGO) AGO, 2019a; Migowski, Stein,
et al., 2018; Migowski, Silva, et al., 2018; Migowski, Dias, et al., 2018;
Urban et al., 2017; (AGO) AGO, 2019c presented guideline versions in
English and Spanish. One strength of this review is that the authors
were fluent in both. Two well-developed assessment tools, AGREE Il
instrument (Brouwers et al., 2016) and RIGHT statement (Chen
et al, 2017) were used to assess quality and reporting. To our
knowledge, there were no other appraisals of BC screening guidelines
applying both AGREE Il and RIGHT. AGREE Il is an instrument to
measure the quality of the guidelines, whereas RIGHT studies the
reporting. However, some of their items overlap (the general and
specific aims, the target population and end-users of guidances, the
use of systematic reviews to generate recommendations, the
evidence and feasibility of these and the editorial independence).
See Appendix S2. As (Maes-Carballo,

Mignini, et al, 2020), this review demonstrated a correlation

previously mentioned

between quality and reporting of the CPG or CSs. As any other tools,
AGREE Il have inherent limitations. It did not include statement of the
patient's values and preferences, and they did not measure the
strength of the recommendations, which are also recognised as
important components to guideline quality.

The subjective character of the data extraction concerning quality
and reporting domains and items can be taken as a possible weakness
of our review as it may confer bias. For reducing this problem, we
chose two experienced BC specialist clinicians who studied the
appraisal tool manuals and set up a common comprehension of the
grading procedure before the duplicate analysis was undertaken. An
independent arbitrator was assigned to solve diversions between
reviewers within the individual items, although his work was minimal

as the reviewer agreement was excellent (ICC > 90%).

There is a lack of clear rules on the domain and item weighting in
scoring tool manuals (Alonso-Coello et al., 2010), so the overall
assessments calculated in our review may have limitations. The RIGHT
statement (Chen et al., 2017) indicates avoiding obtaining an average
score in each guide because it is not clear that the items could be
weighted equitably, and a resume score could reduce the quality of
the analysis. However, we find them useful to make a comparison
between guides because they facilitate in a simplified way to be able
to know in which areas CPGs and CSs have remarkable results and in
which they do not. It permits to show if there is a correlation between
quality and reporting in each guide. There are no thresholds provided
to classify high, moderate and poor quality and reporting in the
AGREE Il (Brouwers et al., 2016) or RIGHT (Chen et al, 2017)
manuals. However, we have used formerly published cut-offs
(Hoffmann-Esser et al., 2018; Maes-Carballo, Mignini, et al., 2020; Oh
et al., 2014) for easier and powerful analysis. We would recommend
caution in interpretation as global scores may vary among rec-
ommended guides because the domains do not weigh equally in their
contribution towards overall quality and reporting.

The CPGs and CSs included were from 2017 onwards, so there is
a possibility that some guidelines from distinguished organisations
might be excluded. A recent systematic review revealed that updates
should be done in <3 years, supporting the choice of our search time
threshold (Vernooij et al., 2014). Even though we only included CPGs
and CSs, which met all the inclusion criteria, there was diversity
between CPGs and CSs included in our review. This is an important
observation, and this type of heterogeneity may be inevitable as the
guidelines diverge in their development, structure, context, objectives
and so forth (Pentheroudakis et al., 2008). Therefore, considering
the strengths of our review, the deficient quality and reporting of the
guidance documents, the lack of use of systematic reviews for the
synthesis of evidence and the almost non-existent following of tools
for quality and reporting improvement during their writing are

powerful observations.

4.3 | Implications

Quality and reporting in BC screening guidelines have not been
systematically analysed previously. As we have stated before, the
classification of documents selected into CPG or CS was based on
their titles, subtitles and methods as reported by the authors. CPGs
are ideally based on a systematic review of current evidence ((IOM)
IoM, 2011), although this practice is not universal. A CS is typically
developed by an independent panel of experts, generally multi-
disciplinary, convened to review the evidence-based literature on a
specific procedure but with a lower and less strict development
methodology (Jacobs et al., 2014). CSs are generally intended for
controversial areas of breast management (where the evidence is still
incomplete), and recommendations are based on the perspective of
experts. Therefore, they are more likely to have less editorial indepen-
dence and endorse a specific product with lower quality and higher

risks of bias (Jacobs et al, 2014). The avoidance of a systematic
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review to collate evidence in a CS is a serious methodological
deficiency that predisposes them to bias.

This review observed that there was a large scope of improve-
ment even for CPGs and CSs with high overall scores as all have defi-
cient areas. On the other hand, our team had been working in a
complementary study (Maes-Carballo, Mignini, et al., 2020) about
analysis of quality and reporting in BC treatment guidelines, so both
studies, with more than 100 guideline documents analysed, have been
correlated in the present article. The analysis of these two aspects of
BC care management allowed obtaining a broad vision of all process
peculiarities and confronting the weaknesses of each one. Comparing
the screening versus treatment guidelines, there is a clear decrease in
quality in all the domains except for domain 5 (applicability), which
have improved, although punctuation was still poor. Domains 3 (rigour
of development), 5 (applicability) and 6 (editorial independence)
scored very low. So main goals should be direct to improve all these
domains and especially to provide a clear and efficient procedure for
updating the guideline (item 13) and to settle an external review by
experts (item 14; Appendix S6). Regarding the reporting in guidelines,
results between treatment and screening CPGs and CSs were more
comparable. Besides domains 4 (recommendations), 5 (review and
quality assurance) and 6 (funding, declaration and management of
interests) were slightly improved, domains 1 (basic information), 3 (evi-
dence) and 7 (other information) scored worse. New efforts have to
be directed to improve these weak areas, particularly describing the
selection of all the contributors and their roles (item 9a), specifying
the process of formulating a recommendation (item 15), and if costs
and resources were considered (item 14b), explaining if there were an
external review (item 16) and a quality assessment (item 17) and
describing the founding sources (items 18a and 18b) and the limita-
tions of the process (item 22; Appendix S10). Only five CPGs and no
CSs have specified the following of AGREE Il (Brouwers et al., 2010;
Brouwers et al., 2016) instrument in their development, although
RIGHT statement (Chen et al., 2017) was never used. There is still a
discussion on the cut-off points to define tolerable scores and the
weighting of the items and domains. As has been highlighted before,
this question should be confronted in future researches. More studies
should be also needed to measure the quality of the recommenda-
tions. One suggestion to address this issue should be to investigate
the similarity of the cited articles supporting the recommendations
and compare the differences of direction (favour or against) and
strength (strong or weak) of recommendations between guidelines of
higher and lower quality and between guidelines and CSs. Nowadays,
where the search for quality patient care is a must, it could not be per-
missible or justifiable that some guidances do not even meet the basic
quality and reporting criteria. These deficiencies decrease the quality

of healthcare provider.

5 | CONCLUSIONS

CPGs and CSs in BC screening had poor quality and reporting, and
more than half of them did not reach the minimum standards. Quality

and reporting would improve if systematic reviews were used to
underpin the recommendations made. Therefore, it would be
necessary to make greater efforts to meet the quality and reporting
criteria of well-known tools such as AGREE Il and RIGHT. This review
also found that BC screening CPGs and CSs had slightly worse quality
and a significantly lower score for reporting than BC treatment

guidances.
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