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Objective: This study aimed to assess the quality of the clinical practice
guidelines on psychological distress among cancer patients and provide
users with recommendations for coping with psychological distress.

Methods: A systematic search of relevant clinical practice guidelines was
undertaken to identify and select the clinical practice guidelines related to
psychological distress among cancer patients. Literature databases were
searched in PubMed, Web of Science, Excerpta Medica Database, the
Cumulative Index to Nursing & Allied Health Literature, China Biology
Medicine, China National Knowledge Infrastructure, WanFang and Weipu
Journal Database. The guideline databases include Yimaitong Guidelines
Network, National Guideline Clearinghouse, National Institute for Health and
Clinical Excellence, American Society of Clinical Oncology (ASCO), New
Zealand Guidelines Group, Scottish Intercollegiate GuidelinesNetwork,
American Psychological Association, Registered Nurses’ Association of
Ontario and Cancer Care Ontario (CCO). Four independent reviewers
assessed the eligible guidelines using the Appraisal of Guidelines for
Research and Evaluation (AGREE 1) instrument.

Results: Six clinical practice guidelines were included and assessed for critical
evaluation. The median score for the scope and purpose domain was 71.5%
(IQR 64%-77.25%), the stakeholder involvement domain was 65% (IQR 47.5%-
74.5%), the rigour of the development domain was 61.5% (IQR 45.5%-85.25%),
the clarity of the presentation domain was 91% (IQR 72.25%-94.5%), the
applicability domain was 70% (IQR 33%-78.75%), and the editorial
independence domain was 48.84% (IQR 61.75%-95%). Four guidelines
(ASCO, 2014; Canadian Association of Psychosocial Oncology, 2015; NCCN,
2020, and CCO, 2016) were classified as “recommended,” and the remaining
(European Palliative Care Research Collaborative and Chinese Psychosocial
Oncology Society) were “recommended with modifications,” especially in the
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domains of Stakeholder involvement, rigour of development, and applicability.
The inter-rater consistency of each domain showed moderate level (0.52—
0.90) analyzing by intraclass correlation.

Conclusions: The clinical practice guidelines on psychological distress among
cancer patients varied in quality, and there were discrepancies in terms of the
recommendations and recommendation grades. These findings could
contribute to improving the quality of clinical practice guidelines on
psychological distress, and enable the development and implementation of
evidence-based guidelines for cancer patients.

Systematic Review Registration: https://www.crd.york.ac.uk/PROSPERO,

identifier CRD42020209204.
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Introduction

Cancer has become a major public health concern that poses
a serious threat to human health (1). In 2022, there is an
estimated 1,918,030 new cancer cases and 609,360 mortalities
from cancer in the United States (2). Besides, it is expected that
there will be approximately 4,820,000 people newly-diagnosed
with cancer, and 3,210,000 people dying from cancer in China
(3). Cancer patients often experience psychological distress, a
multifactorial and unpleasant experience that includes
psychological (e.g., cognitive, behavioral, emotional), social,
spiritual and/or somatic states that may affect a patient’s
ability to cope with their cancer, somatic symptoms, and
treatment (4). Psychological distress can affect the progression
and prognosis of cancer. Batty et al. (5) showed that cancer
patients with psychological distress had a higher mortality rate,
and apart from physical factors, psychological distress might be
another predictor of cancer death.

Presently, assessment and management of psychological
distress among cancer patients remain the major challenge for
clinicians and vary significantly in clinical practice (6). Ideally,
evidence-based guidelines have been systematically developed to
combine current evidence that will aid physician clinical
decision-making for specific clinical circumstances (7). The
usefulness of guidelines primarily depends on the quality,
rigorous methodology, and transparency of development (8).
However, systematic evaluation of existing guidelines related to
psychological distress of cancer patients is still lacking. In view
of this, our aim was to critically appraise existing guidelines of
psychological distress among cancer patients.

Besides, according to systematic reviews of oncology-
related guidelines in recent years (9-13), guidelines have not
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always been developed in accordance with the generalized
specifications. Some guidelines do not provide sufficient
information to facilitate their application in real
circumstances (9-11). Gao et al. (14) evaluated 98 clinical
practice guidelines (CPGs) for diabetes mellitus published in
China, and found 84 out of 98 CPGs rarely provided facilitators
and barriers of its application, or the potential resource
implications of applying the recommendations, which
resulted in imperfect application of the CPGs in clinical
practice. If the guidelines are not developed in strict
adherence to the generalized specifications, it could result in
a lack of methodological rigour in guideline development (12).
Alternatively, some guidelines do not provide the potential
detailed conflict of interest statement, leading to a low level of
editorial independence (13). So, the quality of the guidelines
developed by diverse organizations varies widely. Using
recommendations that are proposed based on poor-quality
guidelines may produce negative impacts on patient
outcomes (15).

The Appraisal of Guidelines for Research and Evaluation II
(AGREE 1I) is a reliable and useful tool for the assessment of
guidelines (16-18). In fact, in a systematic review comparing 24
different appraisal tools for clinical guidelines, AGREE II was
shown to be the most effective (19). It consists of 23 items that
belong to six domains (scope and purpose, stakeholder
involvement, rigor of development, clarity of presentation,
applicability, and editorial independence). Previous studies
have used AGREE 1II for the quality assessment of clinical
practice guidelines for cancer cachexia, newborn hearing
screening, breast cancer treatment, eosinophilic esophagitis,
oral cancer treatments, and so on (19-23). In this study, we
applicated the AGREE II instrument to appraise the quality of
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the existing guidelines for psychological distress among
cancer patients.

Therefore, through systematic searching the literature and
guideline databases, we would thoroughly review and appraise
the guidelines on the management of psychological distress
among cancer patients. We sought to assess their
methodological quality by using the AGREE II instrument, to
dentify the gaps limiting evidence based practice, and to provide
the appropriate recommendation for healthcare workers to
alleviate the psychological distress among cancer patients.

Methods
Study design

This study conducted a systematic review of clinical
guidelines related to psychological distress among cancer
patients using the AGREE II instrument.

Review protocol

This study was performed following the guidelines from the
preferred reporting items for systematic reviews and meta-analyses
(PRISMA) (24). The study was registered in the International
Prospective Register of Systematic Reviews (PROSPERO), and the
approved number was CRD42020209204.

Searches strategy

We searched the CPGs in literature databases and
guidelines databases from January 2011 to January 2020. The
literature databases included PubMed, Web of Science,
Excerpta Medica Database (EMBASE), the Cumulative Index
to Nursing & Allied Health Literature (CINAHL), China
Biology Medicine (CBM) disc, China National Knowledge
Infrastructure (CNKI), WanFang database and Weipu
Journal Database. The search keywords included

» o«

“Neoplasm*,” “Cancer*,” “consensus,” “guidance,”
“Guideline,” “Anxiet*,” “Depressi*,” and “distress”. The
searches strategy was listed in Tables S1, S2. We have also
searched the guideline databases for the latest version of
guidelines: YiMaiTong database, National Guideline
Clearinghouse (NGC), National Institute for Health and
Clinical Excellence (NICE), American Society of Clinical
Oncology (ASCO), New Zealand Guidelines Group (NZGG),
Scottish Intercollegiate Guidelines Network (SIGN), American
Psychological Association (APA), Registered Nurses’
Association of Ontario (RNAO) and Cancer Care Ontario
(CCO). The websites of all the databases were listed in
Table S3.
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Study selection and data extraction

In this study, we performed a systematic search of clinical
practice guidelines of psychological distress in cancer patients
from literature databases and guideline databases. Then, the
duplicate records were removed using EndNote X8 literature
management software. Two reviewers independently screened
the guidelines by reviewing the titles, abstracts, and full-text to
identify eligible guidelines. The inclusion criteria were as
follows: (i) complete guideline text is available in English or
Chinese; (ii) guideline contains recommendations regarding
the management of cancer patients’ psychological distress; (iii)
the guidelines were published in the last 10 years. If the
guideline had more than 1 version, only the most up-to-date
version was assessed. The exclusion criteria were as follows: (i)
duplicate guidelines; (ii) editorials and short summaries; and
(iii) the interpretations or translations of guidelines and the
appraisal of guideline application.

Two reviewers independently extracted the relevant information
from each eligible guideline. Disagreements were resolved by
consensus or the third expert. The following characteristics of the
guidelines were collected: guideline’s title, the organization
that created the guideline, year of publication, the publication
country, guideline’s topic, and guideline version (Table 1).

Quality assessment of guidelines

Four experts was invited to conduct the quality assessment
of CPGs, and their research fields included psychology,
psychiatry, clinical oncology, and oncology nursing (Table 2).
The experts, all with professional title of associate senior or
above, had 11 to 30 years of experience in their field, were
familiar with this study. They all possessed the capacity of
evaluating the guidelines related to the management of
psychological distress among oncology patients.

According to the AGREE II manual, each guideline that met
our inclusion criteria was scored on 23 items within six domains.
Domain 1 (scope and purpose) included three items: guideline
objectives, health questions, and population application.
Domain 2 (stakeholder involvement) was based on three
items: guideline development group, preference of target
population, and target users. Domain 3 (rigour of
development) included eight items: systematic methods used
to search evidence, criteria for selection, strengths, and
limitations of the evidence, methods for formulating the
evidence, health benefits and side effects of recommendations,
explicit links between recommendation and supporting
evidence, expert reviewers, and updating guidelines for future
use. Domain 4 (clarity and presentation) was divided into three
items: recommendations that are specific and unambiguous,
different options for management, and key recommendations.
Domain 5 (applicability) consisted of four items: facilitators and
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TABLE 1 Characteristics of included guidelines.
Guideline ID Development organization

ASCO, 2014 (25)
EPCRGC, 2011 (26)

American Society of Clinical Oncology

European Palliative Care Research Collaborative

CAPO, 2015 (27) Canadian Association of Psychosocial Oncology =~ Update
NCCN, 2020 (28)  National Comprehensive Cancer Network Update
CPOS, 2020 (29) Chinese Psycho-social Oncology Society Update
CCO, 2016 (30) Cancer Care Ontario Update

Version

Original version -

Original version

10.3389/fonc.2022.942219

Grading system Nation Topic
America Depression, anxiety
GRADE EU Depression
GRADE Canada Psychological pain, depression, anxiety
NCCN America  Psychological pain
GRADE China Psycho-Oncology
CNMAT Canada Depression

ASCO, American Society of Clinical Oncology; EPCRC, European Palliative Care Research Collaborative; EU, European Union; CAPO, Canadian Association of Psychosocial Oncology;
NCCN, National Comprehensive Cancer Network; CPOS, Chinese Psycho-social Oncology Society; CCO, Cancer Care Ontario.

barriers, advice/tools to implement recommendations into
practice, resources for implications, and auditing criteria.
Domain 6 (editorial independence) was divided into two
items: editorial independence from the funding body and
conflicts of interest of the guideline development members.

Based on the domain scores of each guideline, we identified
them into three grades: recommended, recommended with
modifications, and not recommended (31, 32). The number of
domain scoring > 60% determined the grade of each guideline.
The guideline was defined as “recommended” with five or six
domains scoring > 60%, “recommended with modification” with
three or four domains scoring > 60%, and “not recommended”
with two or fewer domains scoring > 60%.

Data analysis

A 7-point scale was used to score each item ranging from 1
strongly disagree, to 7 strongly agree. The domain scores were
calculated by summing up each reviewer’s item scores within each
domain and then standardizing them as a percentage of the
maximum possible score according to the formula: (actual score
- minimal possible score)/(maximal possible score - minimal
possible score) x 100% (33). We performed a descriptive
statistics analysis using the calculation of the total score by each
reviewer and the score per domain. The data for each AGREE
domain were given as medians and interquartile range (IQR). We
defined the domain scores >80% as good scores, 60%~80% as
sufficient scores, and <60% as low scores (34).

TABLE 2 Experts information for evaluating of included guidelines.

We calculated the inter-rater consistency of each domain using
the two-way mixed intraclass correlation (ICC). According to the
ICC results, the inter-rater consistency of each domain was divided
into five grades, which were slight (0.01~ 0.20), fair (0.21-0.40),
moderate (0.41-0.60), substantial (0.61-0.80), and very good (0.81-
1.00) (35). All analyses were performed using SPSS version 26.0. A
value of p<0.05 indicated a significant difference.

Results
Guideline characteristics

A total of 4964 records were yielded initially. Finally, six
guidelines were included for evaluation after screening them by
title, abstract, and full text (Figure 1). The years of publication
for the guidelines spanned from 2011 to 2020. Guidelines were
published from 2011 to 2020 by the following agencies: ASCO,
European Palliative Care Research Collaborative (EPCRC),
Canadian Association of Psychosocial Oncology (CAPO),
National Comprehensive Cancer Network (NCCN), the
Chinese Anti-Cancer Association’s Psychosocial Oncology
Committee, and CCO. These guidelines focused on depressive
symptoms in oncology patients, most of which also focused on
anxiety symptoms. Three guidelines, CAPO, NCCN, and CPOS,
covered psychological distress other than anxiety and
depression. Half of the guidelines chose to use the GRADE
system to evaluate the level of evidence (Table 1). The topic of
the ASCO guideline (25) was about depression and anxiety. The

Expert Age Gender Educational Clarity and Research Work Place Work Year
Background presentation Orientation
N1 55 female Doctor Professor Mental health, Oncology University 30
care

N2 41 female Master Associate Chief Journal of Oncology Department of 13
Physician Radiotherapy

N3 38 female Doctor Associate Chief Mental Health Department of Psychiatry 11
Physician

N4 48 female Doctor Professor Mental health care University 23
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PubMed, WOS, YiMaiTong
EMBASE, database,
CINAHL, CBM, NGC, NICE,
CNKI, WanFang NCCN, ASCO,
database, Weipu NZGG, SIGN,
Journal APA, RNAO,
Database CCco
(n = 4946) (n=3871)

Total records refrieved
(n=28817)

Title and abstract
reviewed
(n = 7855)

Full-text reviewed
(n=168)

Included guidelines
(n=6)

Duplicate records
(n=962)

Records excluded
(n=7787)

Guidelines excluded (n = 62):

-Not gulidelines (n = 55)

-Not written in English or Chinese (n = 1)
-Guidelines published before 2011 (n = 3)
-0ld version (n = 3)

FIGURE 1
Guidelines selection process.

EPCRC guideline (26) assisted palliative care professionals in
managing the prevention, detection, diagnosis, assessment and
treatment of depression in cancer patients. The CAPO guideline
(27) focused on screening, assessing and dealing with distress
and depression in adults with cancer. The NCCN guideline (28)
provided the treatment guidance and follow-up directions for
psychosocial distress in cancer patients. The CPOS (29)
guideline mainly covered the clinical intervention of psycho-
oncological issues, including coping with psychosocial stress,

TABLE 3 AGREE Il domain score of included guidelines.

Guideline Scope and  Stakeholder Rigour of
ID purpose involvement  development
ASCO, 2014 (25) 64% 85% 51%
EPCRC, 2011 74% 65% 59%

(26)

CAPO, 2015 (27) 81% 65% 89%
NCCN, 2020 (28) 76% 71% 84%
CPOS, 2020 (29) 69% 22% 29%
CCO, 2016 (30) 64% 56% 64%
Median score 71.5% 65% 61.5%
IQR 64%-77.25% 47.5%-74.5% 45.5%-85.25%
ICC(mean + SD) 0.52 £ 027 0.79 £ 0.04 0.90 + 0.06

10.3389/fonc.2022.942219

doctor-patient communication, referral for patients with
psychosocial distress, hospice and palliative care, and so on.
The CCO guideline (30) focus on integrating practical
management tools to assist clinicians in delivering appropriate
treatments for depression in patients with cancer.

Quality appraisal of guidelines

The domain-standardized scores for selected guidelines and
overall recommendations are presented in Table 3.

The ASCO guideline (25) received good scores in the
stakeholder involvement (85%), clarity of presentation (99%)
and editorial independence (94%) domains, sufficient scores in
scope and purpose (64%) and applicability (69%), and low scores
in the rigour of development (51%).

The EPCRC guideline (26) received good scores in the
editorial independence domain (98%), sufficient scores in
scope and purpose (74%), stakeholder involvement (65%) and
clarity of presentation (67%), but low scores in rigour of
development (59%) and applicability (30%) domains.

The CAPO guideline (27) received good scores in scope and
purpose (81%), rigor of development (89%) and clarity of presentation
(93%), and sufficient score in the stakeholder involvement
(65%), applicability (71%) and editorial independence (63%) domains.

The NCCN guideline (28) received good scores in the rigour
of development (84%), clarity of presentation (92%),
applicability (84%) and editorial independence (92%) domains,
and sufficient scores in the scope and purpose (76%), and
stakeholder involvement domains (71%).

The CPOS (29) guideline received a sufficient score in the
scope and purpose (69%), and clarity of presentation domains
(74%), but low scores in stakeholder involvement (22%), rigour of
development (29%), applicability (34%) and editorial
independence (58%) domains.

Clarity and Applicability Editorial Overall
presentation independence assessment
99% 69% 94% R
67% 30% 98% RM
93% 71% 63% R
92% 84% 92% R
74% 34% 58% RM
90% 77% 85% R
91% 70% 88.5% —
72.25%-94.5% 33%-78.75% 61.75%-95%
0.77 + 0.08 0.84 +0.14 0.84 + 0.05

ASCO, American Society of Clinical Oncology; EPCRC, European Palliative Care Research Collaborative; CAPO, Canadian Association of Psychosocial Oncology; NCCN, National
Comprehensive Cancer Network; CPOS, Chinese Psycho-social Oncology Society; CCO, Cancer Care Ontario; IQR, interquartile range ICC, intraclass correlation coefficient; SD, standard

deviation.
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The CCO (30) guideline received good scores in the clarity of
presentation (90%) and editorial independence (85%) domains,
sufficient score in scope and purpose (64%), rigour of
development (64%) and applicability (77%) domains, with low
scores in the stakeholder involvement (56%) domain.

Scope and purpose

The median score for the scope and purpose domain was
71% (IQR 64%-77.25%). Most guidelines clearly described their
overall objectives, health questions, and target populations. The
ASCO (25) and CCO (30) guidelines received the lowest score.

Stakeholder involvement

The median score for the stakeholder involvement domain was
61% (IQR 47.5%-74.5%). Only the CCO (30) and CPOS (29)
guidelines scored under 60% for this domain. The CPOS (29)
guideline did not describe their members’ roles in the guideline
development process. The CAPO (27) and CCO (30) guidelines
did not consider the views and preferences of the target population.

Rigour of development

The median score for the rigour of the development domain
was 63% (IQR 45.5%-85.25%). Only the CAPO (27), NCCN
(28), and CCO (30) guidelines scored >60% because they used
systematic methods of searching for evidence, and for
formulating recommendations; Only the CAPO (27) and
NCCN (28) guidelines described their procedures for updating
guidelines. The CPOS (29) guideline received the lowest score
because it did not describe the methods for formulating the
recommendations and the procedures for updating guidelines.

Clarity of presentation

Most guidelines provided specific, unambiguous, and easily
identifiable recommendations. The median score for the clarity
of the presentation domain was 86% (IQR 72.25%-94.5%). Only
the EPCRC (26) guideline scored <70%.

Applicability

The median score for the applicability domain was 39.3%
(IQR 33%-78.75%). The ASCO (25), CAPO (27), NCCN (28),
and CCO (30) guidelines scored >60% because they described
the facilitators and barriers of their applications and sufficiently
considered the costs of applying their recommendations. The
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EPCRC (26) and CPOS (29) guidelines did not provide any tools
or suggestions for putting the recommendations into practice.

Editorial independence

Most guidelines were developed with editorial independence.
The median score for the editorial independence domain was 82%
(IQR 61.75%-95%); only the CPOS guideline (29) scored < 60%.
Although the CPOS (29) guideline reported its funding
source, it did not specify the possible influence of funding on
the content.

Overall assessment

Based on the six domain scores and overall appraisal, the
ASCO (25), CAPO (27), NCCN (28), and CCO (30) were
recommended, and the EPCRC (26) and CPOS (29) guidelines
were recommended with modifications.

Consistency

ICC:s for the AGREE II appraisal conducted by the four experts.
The ICC values for the psychological distress guidelines appraisal
ranged from 0.75 to 091 (Table 3). The “scope and purpose”
domain scored the lowest (0.52), and “rigour of development”,

“applicability”, “editorial independence domains” domains all
scored > 0.8, which indicated the inter-rater consistency was ideal.

Discussion

Clinical practice guidelines are important tools that help
clinicians and patients make evidence-based decisions about
healthcare (36). Developing clinical practice guidelines for
psychological distress among cancer patients is complex but
necessary (37). In this study, we focused on the psychological
distress among cancer patients, included six clinical practice
guidelines, and used the AGREE II instrument to appraise these
clinical practice guidelines. Generally, the clinical practice
guidelines that were included in this study were of high
quality, yet obscure differences in several dimensions were
identified among guidelines.

The rigor of the development domain focuses on the process of
gathering and synthesizing evidence, as well as the methods used to
formulate and update recommendations (38), which is also one of
the most important domains of assessing guideline implementation.
The criteria for evidence selection and the process for updating the
guideline, should be clearly described. However, in the CPOS
guideline (29), we did not find the detailed expression of how to
formulate the recommendations and how to update the guideline,
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instead majority of the content focused on disease treatment for
psychological distress. Thus, this was why the CPOS guideline (29)
scored the lowest in the domain of rigour of development as
compared to other guidelines (Table 3).

Stakeholder involvement includes expert members of various
disciplines, guideline users, and target groups. This domain mainly
reflects the extent to which the guideline represents the views and
willingness of the target population (such as patients, the public,
and clinicians) (38). In this study, the CPOS guideline (29)
disclosed only the names of experts but did not disclose their
professions, which might lead to its low score in this domain
(Table 3). It is crucial to consider patients’ perspectives on health
care, as it has shown to have improved patient satisfaction and
adherence to treatment (23, 39). However, we found that CCO
guideline (30) didn’t disclose the target population of the guideline,
which might result in the low score of stakeholder involvement.

The EPCRC (26) and CPOS (29) guidelines scored low in the
applicability domain (Table 3), suggesting that these guidelines’
developers lacked the detailed information for physicians in
clinical practice. Besides, we found that the CPOS guideline’s
(29) editorial independence domain score (58%) was considerably
lower than the other five guidelines (63% ~ 98%). It is possible that
CPOS guideline (29) is lack of detailed information of the conflicts
with interest, and the influence of funders on the guideline
contexts is obscure. We also found that most of the guidelines
scored well in the domain of scope and purpose as well as clarity of
presentation. It may be because the guideline development groups
have a consistent understanding of these domains and it is easier
to fulfill the requirements of these domains.

From our study, there were still some issues that could be
addressed in future guideline development and implementation.
Firstly, as NCCN (28) and CCO (30) recommended, healthcare
institutions could establish a collaborative multidisciplinary
department including the oncologist and caregivers (nurse,
psychologist, and social worker) to focus on the psychological
distress in cancer patients (28, 30). Secondly, adopting the
willingness of patients’ perspectives, which could be obtained
through formal interviews with patients, and the public, or by
reviewing literature which can demonstrate the views of relevant
patients; and healthcare workers should assess the socio-
demographic and cultural background of cancer patients (28),
offering the individual interventions and humanistic care for
psychological distress. Finally, guidelines should be updated
regularly, as the NCCN does, possibly by establishing a
guideline standing committee, searching the latest literature
regularly, and updating the guidelines accordingly.

In this study, the recommended guidelines were ASCO (25),
CCO (30), CAPO (27), and NCCN (28) according to the overall
assessment. Importantly, we identified that the guidelines achieved
the consensus on how to manage cancer patients’ psychological
distress. The recommendations included, i. emphasize the
importance of communication, especially family and friends’
support, ii. adapt cognitive-behavioral therapy (CBT), or other

Frontiers in Oncology

07

10.3389/fonc.2022.942219

novel psychological interventions, iii. if necceray, pharmacologic
interventions can be adapted (25, 30). Some recommendations
have been applied in clinical practice and brought some
improvement for psychological distress (40, 41). Meanwhile, we
also reviewed the previous studies focusing on the psychological
distress of cancer patients. Madineh et al. demonstrated that music
therapy could alleviate cancer patients’ anxiety and depression
(42). Besides, exercise intervention had positive effect on improving
fatigue in breast cancer patients (43), and CBT could reduce
psychological distress of adolescents and young adults after
cancer treatment (44, 45). These results were consistent with the
recommendations from the above guidelines. Thus, it is necessary
to promote the generalization of psychological interventions on the
psychological distress in cancer patients.

There were several advantages in our study. The expert group
was composed of professionals with diverse disciplinary
backgrounds, ranging from methodologists to clinicians. All of
them were familiar with psychological distress in cancer patients,
and capable of using the AGREE II instrument. Thus, the results of
guidelines evaluation would be more objective and convincing.
Meanwhile, our study also had some limitations. First, the
guidelines that were published only in Chinese or English were
searched for and included, while guidelines that were published in
other languages were excluded. Second, the retrieval time of this
study was over 12 months old when the review was accomplished,
which reduced the timeliness of the study. It is a limitation of our
study. Yet our group decided not to retrieved the latest literatures.
The reason was that inconsistent results might emerge after
inviting the experts to assess the updated guidelines for another
time. It might change the conclusion of the present study. Besides,
using the same search strategy, we have also conducted a quick
check for the most recent guidelines in guideline databases
published from January 2020 to present. The search result
indicated that there was no new relevant guideline published by
other organizations. It means that we have included all relevant
guidelines. Third, the AGREE II instrument can only appraise the
methodological content of the guideline without assessing the
potential impact on the prognosis of patients (46).

Data availability statement

The original contributions presented in the study are
included in the article/Supplementary Material. Further
inquiries can be directed to the corresponding authors.

Author contributions

JH, YQ, and RH designed the research. HJ, JZ, and RZ
collected and analyzed the data. RH, HJ, and JZ wrote the
manuscript. YQ revised the manuscript. All the authors read
and approved the final manuscript.

frontiersin.org


https://doi.org/10.3389/fonc.2022.942219
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

Hao et al.

Funding

This work was supported by the National Natural Science
Foundation of China (grant number 72074067), Key project of
Humanities and Social Sciences Research, Hebei Province (grant
number ZD201908), Hebei Key Research and Development
Project (19277799D, 21377729D), Natural Science
Foundation of Hebei Province (H2020206483) and Technical
Innovative Youth Talents of Hebei Medical University (grant
number TJSK202103).

Conflict of interest

The authors declare that the research was conducted
in the absence of any commercial or financial

References

1. Sung H, Ferlay J, Siegel RL, Laversanne M, Soerjomataram I, Jemal A, et al.
Global cancer statistics 2020: GLOBOCAN estimates of incidence and mortality
worldwide for 36 cancers in 185 countries. CA: Cancer ] Clin (2021) 71(3):209-49.
doi: 10.3322/caac.21660

2. Siegel RL, Miller KD, Fuchs HE, Jemal A. Cancer statistics, 2022. CA: Cancer |
Clin (2022) 72(1):7-33. doi: 10.3322/caac.21708

3. Xia C, Dong X, Li H, Cao M, Sun D, He S, et al. Cancer statistics in China and
united states, 2022: profiles, trends, and determinants. Chin Med ] (Engl) (2022)
135(5):584-90. doi: 10.1097/cm9.0000000000002108

4. Burnette JL, Knouse LE, Vavra DT, O'Boyle E, Brooks MA. Growth mindsets
and psychological distress: A meta-analysis. Clin Psychol Rev (2020) 77:101816.
doi: 10.1016/j.cpr.2020.101816

5. Batty GD, Russ TC, Stamatakis E, Kivimaki M. Psychological distress in relation
to site specific cancer mortality: pooling of unpublished data from 16 prospective
cohort studies. BMJ (Clinical Res ed) (2017) 356:j108. doi: 10.1136/bmj.j108

6. Deshields TL, Wells-Di Gregorio S, Flowers SR, Irwin KE, Nipp R, Padgett L, et al.
Addressing distress management challenges: Recommendations from the consensus
panel of the American psychosocial oncology society and the association of oncology
social work. CA: Cancer ] Clin (2021) 71(5):407-36. doi: 10.3322/caac.21672

7. Irwin RS, French CT, Lewis SZ, Diekemper RL, Gold PM. Overview of the
management of cough: CHEST guideline and expert panel report. Chest (2014) 146
(4):885-9. doi: 10.1378/chest.14-1485

8. Grol R, Cluzeau FA, Burgers JS. Clinical practice guidelines: towards better
quality guidelines and increased international collaboration. Br J Cancer (2003) 89
Suppl 1(Suppl 1):S4-8. doi: 10.1038/sj.bjc.6601077

9. NgJY, Sharma AE. Guidelines for cancer-related pain: A systematic review of
complementary and alternative medicine recommendations. Pain Pract (2021) 21
(4):454-67. doi: 10.1111/papr.12964

10. Zhou HJ, Deng L], Wang T, Chen JX, Jiang SZ, Yang L, et al. Clinical
practice guidelines for the nutritional risk screening and assessment of cancer
patients: a systematic quality appraisal using the AGREE II instrument.
Supportive Care Cancer (2021) 29(6):2885-93. doi: 10.1007/s00520-021-
06094-z

11. Ng JY, Dogadova E. The presence of complementary and alternative
medicine recommendations in head and neck cancer guidelines: Systematic
review and quality assessment. Curr Oncol Rep (2021) 23(3):32. doi: 10.1007/
s11912-021-01024-y

12. Almazrou SH, Alsubki LA, Alsaigh NA, Aldhubaib WH, Ghazwani SM.
Assessing the quality of clinical practice guidelines in the middle East and north
Africa (MENA) region: A systematic review. | Multidiscip Healthcare (2021)
14:297-309. doi: 10.2147/jmdh.S284689

13. Steeb T, Hayani KM, Forster P, Liegl R, Toussaint F, Schlaak M, et al.
Guidelines for uveal melanoma: a critical appraisal of systematically identified

Frontiers in Oncology

08

10.3389/fonc.2022.942219

relationships that could be construed as a potential conflict
of interest.

Publisher’s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed
or endorsed by the publisher.

Supplementary material

The Supplementary Material for this article can be found
online at: https://www.frontiersin.org/articles/10.3389/
fonc.2022.942219/full#supplementary-material

guidelines using the AGREE II and AGREE-REX instrument. J Cancer Res Clin
Oncol (2020) 146(4):1079-88. doi: 10.1007/s00432-020-03141-w

14. Gao Y, Wang]J, Luo X, Song X, Liu L, Ke L, et al. Quality appraisal of clinical
practice guidelines for diabetes mellitus published in China between 2007 and 2017
using the AGREE II instrument. BMJ Open (2019) 9(9):¢022392. doi: 10.1136/
bmjopen-2018-022392

15. Sabharwal S, Patel V, Nijjer SS, Kirresh A, Darzi A, Chambers JC, et al.
Guidelines in cardiac clinical practice: evaluation of their methodological quality
using the AGREE II instrument. ] R Soc Med (2013) 106(8):315-22. doi: 10.1177/
0141076813486261

16. Brouwers MC, Kho ME, Browman GP, Burgers JS, Cluzeau F, Feder G, et al.
AGREE II: advancing guideline development, reporting and evaluation in health
care. CMA] Can Med Assoc ] = ] 'Association medicale canadienne (2010) 182(18):
E839-42. doi: 10.1503/cmaj.090449

17. Burls A. AGREE II-improving the quality of clinical care. Lancet (2010) 376
(9747):1128-9. doi: 10.1016/s0140-6736(10)61034-3

18. Jiang M, Guan WJ, Fang ZF, Xie YQ, Xie JX, Chen H, et al. A critical review
of the quality of cough clinical practice guidelines. Chest (2016) 150(4):777-88.
doi: 10.1016/j.chest.2016.04.028

19. Lucendo A] , Arias A., Redondo-Gonzalez O, Molina-Infante J. Quality
assessment of clinical practice guidelines for eosinophilic esophagitis using the
AGREE 1I instrument. Expert Rev Gastroenterol Hepatol (2017) 11(4):383-90.
doi: 10.1080/17474124.2017.1285696

20. Chorath K, Garza L, Tarriela A, Luu N, Rajasekaran K, Moreira A. Clinical
practice guidelines on newborn hearing screening: A systematic quality appraisal
using the AGREE II instrument. Int ] Pediatr Otorhinolaryngolo (2021)
141:110504. doi: 10.1016/j.ijporl.2020.110504

21. Madera Anaya MV, Franco JV, Merchan-Galvis A M, Gallardo CR, Bonfill
Cosp X. Quality assessment of clinical practice guidelines on treatments for oral
cancer. Cancer Treat Rev (2018) 65:47-53. doi: 10.1016/j.ctrv.2018.03.001

22. Maes-Carballo M, Mignini L, Martin-Diaz M, Bueno-Cavanillas A, Khan
KS. Quality and reporting of clinical guidelines for breast cancer treatment: A
systematic review. Breast (2020) 53:201-11. doi: 10.1016/j.breast.2020.07.011

23. Shen WQ, Yao L, Wang XQ, Hu Y, Bian ZX. Quality assessment of cancer
cachexia clinical practice guidelines. Cancer Treat Rev (2018) 70:9-15. doi: 10.1016/
j.ctrv.2018.07.008

24. Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD,
et al. The PRISMA 2020 statement: an updated guideline for reporting systematic
reviews. BMJ (Clinical Res ed) (2021) 372:n71. doi: 10.1136/bmj.n71

25. Andersen BL, DeRubeis R], Berman BS, Gruman J, Champion VL, Massie
M]J, et al. Screening, assessment, and care of anxiety and depressive symptoms in

adults with cancer: an American society of clinical oncology guideline adaptation.
J Clin Oncol (2014) 32(15):1605-19. doi: 10.1200/JC0O.2013.52.4611

frontiersin.org


https://www.frontiersin.org/articles/10.3389/fonc.2022.942219/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fonc.2022.942219/full#supplementary-material
https://doi.org/10.3322/caac.21660
https://doi.org/10.3322/caac.21708
https://doi.org/10.1097/cm9.0000000000002108
https://doi.org/10.1016/j.cpr.2020.101816
https://doi.org/10.1136/bmj.j108
https://doi.org/10.3322/caac.21672
https://doi.org/10.1378/chest.14-1485
https://doi.org/10.1038/sj.bjc.6601077
https://doi.org/10.1111/papr.12964
https://doi.org/10.1007/s00520-021-06094-z
https://doi.org/10.1007/s00520-021-06094-z
https://doi.org/10.1007/s11912-021-01024-y
https://doi.org/10.1007/s11912-021-01024-y
https://doi.org/10.2147/jmdh.S284689
https://doi.org/10.1007/s00432-020-03141-w
https://doi.org/10.1136/bmjopen-2018-022392
https://doi.org/10.1136/bmjopen-2018-022392
https://doi.org/10.1177/0141076813486261
https://doi.org/10.1177/0141076813486261
https://doi.org/10.1503/cmaj.090449
https://doi.org/10.1016/s0140-6736(10)61034-3
https://doi.org/10.1016/j.chest.2016.04.028
https://doi.org/10.1080/17474124.2017.1285696
https://doi.org/10.1016/j.ijporl.2020.110504
https://doi.org/10.1016/j.ctrv.2018.03.001
https://doi.org/10.1016/j.breast.2020.07.011
https://doi.org/10.1016/j.ctrv.2018.07.008
https://doi.org/10.1016/j.ctrv.2018.07.008
https://doi.org/10.1136/bmj.n71
https://doi.org/10.1200/JCO.2013.52.4611
https://doi.org/10.3389/fonc.2022.942219
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

Hao et al.

26. Rayner L, Price A, Hotopf M, Higginson IJ. The development of evidence-
based European guidelines on the management of depression in palliative cancer
care. Eur ] Cancer (2011) 47(5):702-12. doi: 10.1016/j.ejca.2010.11.027

27. Howell D, Keshavarz H, Esplen MJ, Hack T, Hamel M, Howes J, et al. A pan
Canadian practice guideline: Screening, assessment and care of psychosocial distress,
depression, and anxiety in adults with cancer. Toronto: Can Partnership Against
Cancer Can Assoc Psychosocial Oncol (2015) 20(3):e233-46. doi: 10.3747/c0.20.1302

28. NCCN guidelines version 2.2020 distress management (2020). Available at:
https://www.nccn.org/professionals/physician_gls/f_guidelines.asp (Accessed
March 6, 2020).

29. Tang LL. Chinese Psychological oncology clinical practice guideline 2020.
People’s Health Press (2020).

30. Li M, Kennedy EB, Byrne N, Gérin-Lajoie C, Katz MR, Keshavarz H, et al.
Management of depression in patients with cancer: A clinical practice guideline.
J Oncol Pract (2016) 12(8):747-56. doi: 10.1200/jop.2016.011072

31. OuY, Goldberg I, Migdal C, Lee PP. A critical appraisal and comparison of
the quality and recommendations of glaucoma clinical practice guidelines.
Ophthalmology (2011) 118(6):1017-23. doi: 10.1016/j.0phtha.2011.03.038

32. Shrout PE, Fleiss JL. Intraclass correlations: uses in assessing rater reliability.
Psychol Bull (1979) 86(2):420-8. doi: 10.1037//0033-2909.86.2.420

33. AGREE manual (2017). Available at: http://www.agreetrust.org (Accessed
June 23, 2022).

34. Chiappini E, Bortone B, Galli L, de Martino M. Guidelines for the
symptomatic management of fever in children: systematic review of the literature
and quality appraisal with AGREE II. BMJ Open (2017) 7(7):e015404. doi: 10.1136/
bmjopen-2016-015404

35. Alonso-Coello P, Irfan A, Sola I, Gich I, Delgado-Noguera M, Rigau D, et al.
The quality of clinical practice guidelines over the last two decades: a systematic
review of guideline appraisal studies. Qual Saf Health Care (2010) 19(6):e58.
doi: 10.1136/qshc.2010.042077

36. Gupta M, McCauley J, Farkas A, Gudeloglu A, Neuberger MM, Ho YY, et al.
Clinical practice guidelines on prostate cancer: a critical appraisal. ] urol (2015) 193
(4):1153-8. doi: 10.1016/j.juro.2014.10.105

37. Grassi L. Psychiatric and psychosocial implications in cancer care: the
agenda of psycho-oncology. Epidemiol Psychiatr Sci (2020) 29:e89. doi: 10.1017/
$2045796019000829

Frontiers in Oncology

09

10.3389/fonc.2022.942219

38. Brouwers MC, Kerkvliet K, Spithoff K. The AGREE reporting checklist: a
tool to improve reporting of clinical practice guidelines. BMJ (Clinical Res ed)
(2016) 352:i1152. doi: 10.1136/bmj.i1152

39. Wilson SR, Strub P, Buist AS, Knowles SB, Lavori PW, Lapidus J, et al.
Shared treatment decision making improves adherence and outcomes in poorly
controlled asthma. Am ] Respir Crit Care Med (2010) 181(6):566-77. doi: 10.1164/
rcem.200906-09070C

40. Qiu J, Chen W, Gao X, Xu Y, Tong H, Yang M, et al. A randomized
controlled trial of group cognitive behavioral therapy for Chinese breast cancer
patients with major depression. J Psychosom Obstet Gynaecol (2013) 34(2):60-7.
doi: 10.3109/0167482x.2013.766791

41. Sharpe M, Walker J, Holm Hansen C, Martin P, Symeonides S, Gourley C,
et al. Integrated collaborative care for comorbid major depression in patients with
cancer (SMaRT oncology-2): a multicentre randomised controlled effectiveness
trial. Lancet (London England) (2014) 384(9948):1099-108. doi: 10.1016/s0140-
6736(14)61231-9

42. Jasemi M, Aazami S, Zabihi RE. The effects of music therapy on anxiety and
depression of cancer patients. Indian ] Palliat Care (2016) 22(4):455-8.
doi: 10.4103/0973-1075.191823

43. Carayol M, Bernard P, Boiché ], Riou F, Mercier B, Cousson-Geélie F, et al.
Psychological effect of exercise in women with breast cancer receiving adjuvant
therapy: what is the optimal dose needed? Ann Oncol (2013) 24(2):291-300.
doi: 10.1093/annonc/mds342

44. Sansom-Daly UM, Wakefield CE, Bryant RA, Butow P, Sawyer S,
Patterson P, et al. Online group-based cognitive-behavioural therapy for
adolescents and young adults after cancer treatment: a multicenter
randomised controlled trial of recapture life-AYA. BMC Cancer (2012) 12:339.
doi: 10.1186/1471-2407-12-339

45. Kangas M, Milross C, Taylor A, Bryant RA. A pilot randomized
controlled trial of a brief early intervention for reducing posttraumatic
stress disorder, anxiety and depressive symptoms in newly diagnosed head
and neck cancer patients. Psychooncology (2013) 22(7):1665-73. doi: 10.1002/
pon.3208

46. Watine J, Friedberg B, Nagy E, Onody R, Oosterhuis W, Bunting PS, et al.
Conflict between guideline methodologic quality and recommendation validity: a
potential problem for practitioners. Clin Chem (2006) 52(1):65-72. doi: 10.1373/
clinchem.2005.056952

frontiersin.org


https://doi.org/10.1016/j.ejca.2010.11.027
https://doi.org/10.3747/co.20.1302
https://www.nccn.org/professionals/physician_gls/f_guidelines.asp
https://doi.org/10.1200/jop.2016.011072
https://doi.org/10.1016/j.ophtha.2011.03.038
https://doi.org/10.1037//0033-2909.86.2.420
http://www.agreetrust.org
https://doi.org/10.1136/bmjopen-2016-015404
https://doi.org/10.1136/bmjopen-2016-015404
https://doi.org/10.1136/qshc.2010.042077
https://doi.org/10.1016/j.juro.2014.10.105
https://doi.org/10.1017/s2045796019000829
https://doi.org/10.1017/s2045796019000829
https://doi.org/10.1136/bmj.i1152
https://doi.org/10.1164/rccm.200906-0907OC
https://doi.org/10.1164/rccm.200906-0907OC
https://doi.org/10.3109/0167482x.2013.766791
https://doi.org/10.1016/s0140-6736(14)61231-9
https://doi.org/10.1016/s0140-6736(14)61231-9
https://doi.org/10.4103/0973-1075.191823
https://doi.org/10.1093/annonc/mds342
https://doi.org/10.1186/1471-2407-12-339
https://doi.org/10.1002/pon.3208
https://doi.org/10.1002/pon.3208
https://doi.org/10.1373/clinchem.2005.056952
https://doi.org/10.1373/clinchem.2005.056952
https://doi.org/10.3389/fonc.2022.942219
https://www.frontiersin.org/journals/oncology
https://www.frontiersin.org

	Quality assessment of clinical practice guidelines on psychological distress of cancer patients using the AGREE II instrument
	Introduction
	Methods
	Study design
	Review protocol
	Searches strategy
	Study selection and data extraction
	Quality assessment of guidelines
	Data analysis

	Results
	Guideline characteristics
	Quality appraisal of guidelines
	Scope and purpose
	Stakeholder involvement
	Rigour of development
	Clarity of presentation
	Applicability
	Editorial independence
	Overall assessment
	Consistency

	Discussion
	Data availability statement
	Author contributions
	Funding
	Supplementary material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


