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Abstract

Background: Clinical management guidelines (CMGs) can be useful
tools to guide clinician’s decision making and enable consistent
evidence-based high-quality care. Here, we assessed whether their
objective quality has improved over time by considering CMGs for
severe acute respiratory syndrome (SARS), Middle East respiratory
syndrome (MERS) and from different timepoints for coronavirus
disease 2019 (COVID-19).

Methods: We performed a rapid literature review, quality assessment
and focus group consultation. The Appraisal of Guidelines for
Research and Evaluation (AGREE-II) tool was used to evaluate the
quality of the CMGs. In total, six COVID-19 treatments were selected
to assess the responsiveness of a subset of guidelines and their
updates to 20t November 2020. We ran two sessions of focus groups
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with patient advocates to elicit their views on guideline development.
Results: We included 37 COVID-19, six SARS, and four MERS CMGs.
Evidence appraisals in CMGs generally focused on novel drugs rather
than basic supportive care; where evidence for the latter was provided
it was generally of a low quality. Most CMGs had major
methodological flaws and there was no evidence of improvement in
quality over time. CMGs scored lowest in the following AGREE-II
domains: scope and purpose, editorial independence, stakeholder
engagement, and rigour of development. Of the COVID-19 CMGs, only
eight included specific guidance for the management of elderly
patients and only ten for high-risk groups; a further eight did not
specify the target patient group. Early in the pandemic, multiple
guidelines recommended unproven treatments and whilst in general
findings of major clinical trials were eventually adopted, this was not
universally the case.

Conclusions: The quality of most CMGs produced in coronaviridae
outbreaks is poor and we have found limited evidence of
improvement over time, highlighting that current development
frameworks must be improved.

PROSPERO registration: CRD42020167361 (17/02/2020)

Keywords
Clinical Management Guidelines, Quality, Inclusivity, responsiveness,
COVID-19, SARS, MERS, AGREE-II
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List of abbreviations
CMG- Clinical Management guidelines

SARS-CoV-1-Severe Acute Respiratory Syndrome Coronavirus-1
MERS-CoV- Middle East Respiratory Syndrome Coronavirus
COVID-19- Coronavirus Disease-19

SARS-CoV-2- Severe Acute Respiratory Syndrome Coronavirus-2

PREPARE-Platform  for
(Re-)emerging Epidemics

European  Preparedness  Against

PROSPERO- International Prospective Register of Systematic
Reviews

AGREE-II - Appraisal of Guidelines for Research and Evaluation
I

HCID- High Consequence Infectious Disease

ISARIC- International Severe Acute Respiratory and emerging
Infection Consortium

IQR- Interquartile Range

NIV- Non-invasive ventilation

IV- Intravenous

RECOVERY- Randomised Evaluation of COVID-19 Therapy
CDC- Centers for Disease Control and Prevention

IDSA- Infectious Diseases Society of America

WHO- World Health Organisation

REMAP-CAP-  Randomised, Embedded, Multi-factorial,
Adaptive Platform Trial for Community- Acquired Pneumonia

RCT- Randomised Control Trial
ACTT-1- Adaptive COVID-19 Treatment Trial

ARDS- Acute Respiratory Distress Syndrome

Introduction

Clinical management guidelines (CMGs) are useful tools
to help clinicians provide quality, evidence-based care to
patients. Their utility is potentially even greater in an outbreak
setting when clinicians are faced with the challenges of man-
aging a new pathogen combined with increased pressures
on healthcare services and redeployment to areas in which
they have limited experience. Outbreaks are however also
associated with significant time pressure and high levels of
uncertainty, making production of methodologically rigorous
guidelines difficult'.

The coronavirus disease 2019 (COVID-19) pandemic has high-
lighted the disproportionate impact of infectious disease out-
breaks on vulnerable (e.g. the elderly and immunosuppressed)
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and socioeconomically disadvantaged groups in society’.
Infectious diseases often present differently in these popula-
tions and yet most CMGs produced early in the pandemic
did not provide specific advice for the management of these
groups'. As knowledge about new diseases increases as time
elapses, the inclusivity, quality and usefulness of CMGs should
also improve. Pandemics such as COVID-19 are likely to occur
with increasing frequency throughout the 21st Century and
a failure to improve the processes by which clinical practice
learns and responds will ultimately lead to unnecessary
morbidity and mortality*.

In this manuscript, we track the evolution of clinical manage-
ment guidelines across three coronaviridae pan/epidemics:
severe acute respiratory syndrome coronavirus 1 (SARS-CoV-1),
Middle East respiratory syndrome coronavirus (MERS-CoV)
and severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2). We particularly focus on whether the rig-
our of development of guidelines and inclusivity of vulner-
able groups has improved between these outbreaks and over
the course of the COVID-19 pandemic. We aim to identify
the strengths and weaknesses of guidelines produced in these
settings and to evaluate whether lessons from previous
outbreaks have been learnt. For a subset of guidelines in the
current SARS-CoV-2 pandemic we also examine how respon-
sive these CMGs are in incorporating new evidence from the
latest clinical trials. In doing so we ask the bigger ques-
tion of how clinical management guidelines can be improved
as health professionals continue to manage large numbers of
COVID-19 patients and for future pandemics.

Methods

This review is an update of a rapid review 1 and part of a
wider project evaluating the availability, quality and inclusivity
of clinical management guidelines for high consequence infec-
tious diseases (HCID). The Preferred Reporting in Systematic
Reviews and Meta-Analyses (PRISMA) checklist was used
to construct this review (Figure 1)*°. The protocol for this
study has been registered at PROSPERO (CRD42020167361,
17/02/2020).

Search strategy

In a previous review, we found that most CMGs were not pub-
lished in peer-reviewed journals and rarely indexed in the
electronic databases'. We therefore focussed our efforts on
extensive hand-searches of the grey literature using a combi-
nation of systematic Google and Google Scholar searches and
by specifically searching Ministry of Health, national public
health agency institutions, World Health Organisation (WHO),
Centres for Disease Control and other infectious disease
society websites with pre-defined keywords (Extended data,
supplementary file 1.0°). This was complemented by utilis-
ing the International Severe Acute Respiratory and Emerging
Infection Consortium (ISARIC)’” network to contact clini-
cal networks in regions where limited numbers of CMGs where
initially identified. Finally, we searched reference lists of
included CMGs. We aimed to identify a globally representa-
tive sample of CMGs, focusing on international and national
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Figure 1. Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) diagram.

CMGs in this review for feasibility and because these likely
inform the development of locally developed guidelines at a
hospital/regional level. The full search strategy is shown in
the Extended data (supplementary file 1.0,1.1)°. The search
was completed on the 6™ June 2020.

Inclusion/exclusion criteria

COVID-19, SARS, and MERS CMGs that included recom-
mendations intended to optimise patient care were included®.
Guidelines that were substantially local policy documents
or focused primarily on infection control/diagnostics were
therefore excluded. A standardised data extraction template
(Extended data, supplementary file 2°) was developed by
the systematic review team consisting of infectious disease
clinicians and researchers with experience in systematic review
methodologies and clinical management guidelines. There
were no language restrictions.

Screening
Records identified from searches were independently screened,
first by title and abstract, followed by full text, by IR and

MT. Any disagreements were resolved by PB. Authors of this
paper with knowledge of the language the CMG was writ-
ten in were used; where this was not possible translations were
produced with Google Translate.

Data extraction

We utilised a standardised form to extract data (Extended
data, supplementary file 2°). Data was extracted by one
reviewer and checked by a second reviewer (PB, EC, MT, TE,
KL, LM, IR, SL, AD, MM, VC and AVG).

Quality assessment

The quality of each CMG was assessed using the Appraisal of
Guidelines, Research and Evaluation version II (AGREE-II)’.
The tool consists of 23 questions (scored on a 7-point scale,
from 1 (strongly disagree) to 7 (strongly agree) ) across six key
domains (scope and purpose; stakeholder involvement; rig-
our of development; clarity of presentation; applicability; edi-
torial independence). All CMGs were assessed independently
using AGREE-II by reviewers PB, EC, MT, TE, KL, LM,
IR, SL, AD, MM, VC and AVG. CMGs where there was
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significant discordance in the reviewers’ assessments were
identified by calculating Cohen’s Kappa; a threshold of 0.4
was used to trigger further discussion between reviewers to
resolve major disagreements. We considered three measures of
whether a CMG was high quality: an overall weighted score
> 0.7 (threshold suggested by the AGREE-II developers),
weighted score = 0.7 on domains 3 and 5 (rigour of develop-
ment and applicability, previously shown to be most predictive
of overall score'’) and reviewers’ overall assessment of whether
they would recommend use of the CMG. Weighted scores were
calculated according to the formula presented the AGREE-II
Obtained score —Minimum possible score

manual’: - - — -
Maximum possible score —Minimum possible score

Responsiveness/quality over time (subset analysis)

We tracked a subset of 11 COVID-19 CMGs (selected because
they also featured in our earlier rapid review 1) over time to
assess their responsiveness to key results from randomised
clinical trials (RCTs) for six treatments (hydroxychloroquine,
convalescent plasma, lopinavir-ritonavir, remdesivir, dexam-
ethasone and tocilizumab). For each CMG in this subset, we
also compared the AGREE-II scores to those given to earlier
versions at the beginning of the pandemic in our previous
review.

Patient and public involvement

Members of the public were invited to comment on the results
and interpretation of our study via a COVID-19 research
involvement group on Facebook. There were 14 participants
involved, the members were self-selected members of the pub-
lic, and no incentives were given. Two one-hour semi-structured
focus groups, facilitated by two authors (SL, IR), were held
via a teleconference call on the afternoon of 22" Novem-
ber 2020. Participants worked with review authors (SL, IR)
to comment on the methodology and inform the interpreta-
tion and presentation of results. The interview questions and
field notes can be found as extended data.

Ethical approval

We sought the opinion of the University of Oxford ethics
committee who opined our involvement of a patient group con-
stituted patient-public involvement and thus did not require
ethical review.

Statistics

Statistical analysis was performed in the R language for sta-
tistical computing'' version 4.0.2 with the ggplot library used
to produce graphics’>. Wilcox Rank-Sum tests were used
to compare AGREE scores between groups and p values
(Bonferroni-adjusted where indicated) considered significant at
0.05 threshold.

Results

In the main searches completed on 6" June 2020, we identi-
fied 47 CMGs (Figure 1), 37 covered clinical management of
COVID-19, four of MERS and six of SARS. Most COVID-19
CMGs were developed by government agencies and pub-
lished on the websites as standalone documents or acquired
via the ISARIC’ network. Although we attempted to ensure
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that there were at least five national COVID-19 CMGs per
continent, we found fewer guidelines produced in Australasia
(n=1), South America (n=3) and Africa (n=6), compared to
North America (n=7), Europe (n=12), and Asia (n=15). By
the World Bank definition®’, most guidelines were produced
in high (n=21) and upper middle (n=14), followed by lower
middle (n=8) and low-income countries (n=1). Three CMGs
were produced by international agencies'*”. Additional char-
acteristics of the guidelines can be found in the extended
data (files 3 and 3.1).

Quality evaluation

Most CMGs were not high quality by any of the three objec-
tive measures we used. For example, (27%) 10/37 of COVID-19
CMGs had an overall weighted AGREE-II score of 0.7 or
above compared to 2/4 (50%) MERS and 0/6 (0%) SARS®.
Only one guideline scored 0.7 or more for domains 3 (clarity
of presentation) and 5 (rigour of development) (Korean Soci-
ety of Infectious Disease MERS-CoV guideline'®); notably no
COVID-19 guidelines met this standard. In total 25/47 CMGs
were recommended for use by both reviewers though there
were only six (two MERS-CoV and four COVID-19) where
both reviewers agreed no modification was desirable. The
highest score of these were COVID-19 CMGs developed by
the Infectious Diseases Society of America (IDSA)', Sur-
viving Sepsis Campaign'’, and a MERS CMG developed by
the Korean Society of Infectious Disease'®. These were nota-
ble for their clear expression of clinical questions which were
answered rigorously using a defined methodology and were
presented to a high standard.

Considering all included CMGs, quality was not equal across
the domains of the AGREE-II tool (Kruskall-Wallis p<0.001)
and there was a wide distribution of scores within domains
(Figure 2). Editorial independence’ (median weighted score
0 interquartile range (IQR) 0-0.08) and rigour of develop-
ment (median weighted score 0.23 (IQR 0.13-0.35) were the
lowest scoring domains. The low scores for editorial inde-
pendence were generally because there was no statement
about the role of the funding body and many lacked
conflicts of interest declarations. Low scores for rigour of
development reflected the absence of a description of a sys-
tematic evidence search methodology, a lack of explicit links
to supporting evidence and unclear methods for selecting key
recommendations. CMGs scored better for the ‘Clarity of
Presentation” domain (median weighted score 0.67, IQR
(0.47-0.81)). There was weak evidence of a difference in the
overall scores of guidelines produced by academic socie-
ties vs public health agencies (median 4.5 (IQR 3.5-5.5) vs.
median 3.8 (IQR 3.0-4.5), Wilcox p=0.06).

No improvement in quality over time

To evaluate whether the quality of CMGs improved over
time, we appraised CMGs from three coronaviridae outbreaks
(SARS 2002-2004, MERS 2012 and COVID-19 2020). There
was no evidence that overall scores were different between
these outbreaks (SARS median 0.47 (IQR 0.33-0.61), MERS
median 0.54 (IQR 0.27-0.83), COVID-19 median 0.57
(IQR 0.50-0.71), Kruskal-Wallis p=0.35). Notably there was
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Figure 2. Weighted scores for the six domains of the AGREE-II tool for the four groups of clinical management guidelines
(CMGs) included. Dagens et al.' refers to CMGs published in the early part of the coronavirus disease 2019 (COVID-19) pandemic. The
boxplots show median and interquartile range (IQR) with the upper/lower whiskers showing the position of 1.5* IQR; individual datapoints

are represented by black dots.

also no evidence of improvement in any of the six domains
measured by the AGREE-II tool between the initial and
updated COVID-19 guidelines (Bonferroni adjusted paired
Wilcoxon rank sum p>0.1 in all cases, Figure 2).

Inclusivity of CMGs

Many CMGs were not specific in their description of the tar-
get population. This was reflected in the fact that only 34%
(16/47) of all CMGs scored five or more in this AGREE-II
question. Most guidelines included general advice for the
management of adults, pregnant women, and children, but older
and other high-risk groups patients (e.g., immunosuppressed)
were notable omissions from many guidelines (Extended
data, Tables S1, S6°). There were however some examples
where this was done well for example in the WHO CMG
which includes specific sections relating to the care of older
people and pregnant women with COVID-19 as well as
guidance on palliative care.

Supportive care recommendations
Nearly all CMGs gave recommendations for aspects of
basic supportive care though there was generally little or no

supporting literature cited. Most suggested target saturations
and methods of oxygen delivery in hypoxic patients, but
there were often no links to or discussion of relevant studies.
For example, the WHO CMG notes that there is no evidence
based guidance for the use of high flow nasal cannula (HFNC)
in this setting and recommends that selected patients with
COVID-19 and mild acute respiratory distress syndrome (ARDS)
be considered for a therapeutic trial of Non-invasive ventila-
tion (NIV)". No literature is provided to support this recom-
mendation and the criteria for selecting patients for such a
trial are unclear. Similarly the Surviving Sepsis COVID-19
CMG recommends the use of HFNC over NIV but notes
that the quality of evidence is weak'’. As a further example,
(62%) 23/37 COVID-19 guidelines recommended the use of
antimicrobial therapy if bacterial superinfection was clini-
cally suspected (table S5). However most did not give guidance
as to how this decision should be made nor give clear
criteria for stopping (table S5). Three guidelines recom-
mended the use of procalcitonin to guide antimicrobial use
though did not provide specific thresholds'®*’. Some strati-
fied recommendations for initiating antibiotics by severity of
presentation®' =%,
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Recommendations prior to the availability of high-
quality evidence

CMGs varied markedly in their approach to uncertainty of
therapeutic efficacy. Some noted the presence of ongoing clini-
cal trials but made no comment on whether an agent should
be used whilst others explicitly stated that no recommenda-
tion either way could be made. There were several instances
where CMGs recommended that where such uncertainty existed,
individual case-by-case decisions should be made based on
clinical judgement (e.g. COREB for remdesivir/hydroxy-
chloroquine/lopinavir-ritonavir® and the Korean Society of
Infectious Diseases for Intravenous (IV) immunoglobulin®).
Others (e.g. US CDC*, IDSA' and WHO") stated that where
there was a lack of evidence, agents should only be used in the
context of a clinical trial (Figure 3).

Responsiveness to emerging evidence

We followed a group of COVID-19 guidelines and tracked
their recommendations on six treatments between January and
November 2020 (Figure 3). Of the COVID-19 CMGs, 6/11
(55%) changed their guidance on the use of Dexamethasone
in response to the results of the Randomised Evaluation of
COVID-19 Therapy (RECOVERY) trial and the Embed-
ded, Multi-factorial, Adaptive Platform Trial for Community-
Acquired Pneumonia (REMAP-CAP) trial7?0-#26-35:8285  Four

Wellcome Open Research 2021, 6:170 Last updated: 25 JUL 2022

CMGs initially recommended the use of lopinavir/ritonavir
and/or hydroxychloroquine, and all except one, a Russian
CMG which noted anecdotal success with its use and recom-
mended use in moderate cases’’, recommended against its
use after the publication of the RECOVERY/SOLIDARITY
trials*>**. In the case of Remdesivir, 5/11 (45%) CMGs rec-
ommended its use prior to the publication of the results of
the Adaptive COVID-19 Treatment Trial (ACTT-1)¥. A
similar theme was apparent in the SARS/MERS guidelines
where 4/10 (40%) recommended the use of corticosteroids
either absolutely or on a case-by-case basis, despite a lack of
evidence™.

Stakeholder engagement

In our AGREE-II evaluations, CMGs were consistently poorly
rated for their involvement of patient groups in their devel-
opment (median score 0, (IQR 0-0)). Whilst our patient
group acknowledged the need for speed in the development
of the CMG in an outbreak setting, they unanimously and
strongly believed that public involvement in the production
of CMGs for COVID-19 would have been desirable to ensure
that the patient perspective is incorporated. For example,
whilst specialists are understandably focused on acute and
critical care, the group felt that patient involvement might
have highlited the need for better integration with primary
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Figure 3. Adoption of evidence from clinical trials by clinical management guidelines (CMGs) over time. Intersecting vertical lines
show the publication of key clinical trials either as peer-reviewed articles/pre-prints or press-releases. Dots show the publication of CMGs by
bodies shown on the y axis coloured according to the recommendation made.
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care and the potential utility of ambulatory monitoring (e.g.
pulse oximetry). Involving patients early in a pandemic is
understandably challenging, nevertheless, development of a
pre-identified group that can quickly be available when
needed in future was suggested. The patient group were of the
opinion that stakeholder involvement, rigour of development
and editorial independence (the worst performing domains
in our AGREE-II evaluation) were important and that a com-
promise in their quality was not acceptable despite the miti-
gating consideration of a pandemic setting. All participants
agreed that making CMGs more accessible to a lay audience is
something they would value. A few individuals proposed the
use of guideline summaries written in plain English, or in the
form of infographics and videos. Participants felt that this
would better enable patient centred care by facilitating informed
discussions with health care professionals.

Discussion

This review and responsiveness evaluation of CMGs in
MERS, SARS and COVID-19 demonstrates that, as was the
case earlier in the pandemic', many CMGs have substantial
methodological flaws and there has been little or no improve-
ment between outbreaks/within the COVID-19 pandemic. The
substantial heterogeneity observed in therapeutic recommen-
dations at the beginning of the pandemic did however narrow
as reliable evidence from clinical trials became available. The
rationale for recommendations around supportive care was
often unclear and the quality of evidence used to inform these
was notably poor. Many CMGs recommended treatments
despite them being non-evidence based or even having dem-
onstrated futility. Despite a body of literature now available
highlighting atypical presentations of COVID-19, particularly
in elderly patients (e.g. less fever, more delirium, falls and
diarrhoea®”), and risk of more severe diseases, most guide-
lines did not provide specific advice for management of this
patient group!®21:2236-39,

Unanswered questions and future research

Our review highlighted that recommendations on supportive
care made by CMGs are often underpinned by limited and/or
low-quality evidence. Where CMGs did conduct a systematic
evidence review, this was usually primarily focussed on anti-
viral or immunomodulatory therapy. General aspects of sup-
portive care (e.g. timing of intubation vs. a trial of NIV, target
oxygen saturations, whether to give antibiotics, fluid balance
decisions and thromboprophylaxis dose/agent/post-discharge
regimen) are applicable to all viral infectious diseases with
pandemic potential and especially important for emerging
infections when the evidence base for pathogen specific
therapy is limited. These issues should be addressed in
living syndromic systematic reviews which would highlight
knowledge gaps to be addressed in clinical trials and aid
the rapid production of rigorous pathogen specific guidelines.
Significant investment in the evidence base surrounding
basic supportive care would likely yield great rewards in future
and be globally applicable, especially given the relatively
greater accessibility and lower cost of these interventions. At
the onset of outbreaks, guideline committees could then identify
pathogen specific clinical questions for which pragmatic
RCTs could be established.
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These results demonstrate the need for a better framework for
the development of CMGs in outbreak settings. CMGs can
still be useful and developed in a rigorous manner even when
the quality and quantity of evidence available is minimal.
Dissemination of expert opinion may be useful where there
is no better option but should be clearly signposted as such
and the rationale for recommendations needs to be clearly
and transparently presented. We suggest that at least the ini-
tial methodology used to produce CMGs is subjected to a
more transparent review process and ideally that these reviews
should also be published. This is particularly pertinent given
that the quality of CMGs did not appear to improve over
time, and updated versions use a near identical format to the
original. This need not slow their release which could ini-
tially be noted as interim guidance having not yet undergone
such review (in a similar manner to preprints).

CMGs would benefit from incorporating succinct summaries,
with decision making tools such as flowcharts and algo-
rithms to aid rapid decision making on the front line. Patient
groups should be involved in the development of CMGs
from the beginning and lay summaries should be produced to
enable patients to take a proactive and informed role in their
care. Whilst this is more challenging in the initial phase of the
pandemic, it would be feasible and desirable to have a pool
of lay volunteers on standby who could be recruited at short
notice to provide input into both guideline development and
clinical research. As the COVID-19 pandemic has evolved,
a variety of different issues have emerged, including atypi-
cal COVID-19 presentations®’, post COVID-19 syndrome®*
and difficulty accessing medical care during lockdowns.
Continuous engagement with all stakeholders would help to
identify these issues and ensure that guidelines are responsive to
them.

We observed substantial variation in the way that CMGs
approach uncertainty when making recommendations on the
basis of little and/or low-quality evidence. There are several
examples where guidelines either recommended an unproven
agent for use in particular patient groups or on a case-by-case
basis. There is always a temptation for ‘“compassionate
use” of biologically plausible agents for individual patients
in extremis with no proven treatment option®. If however all
patients who were treated with steroids/hydroxychloroquine/
remdesivir/convalescent plasma had been randomised into
trials from the beginning of the pandemic, we would have
known whether these agents are beneficial (or indeed harm-
ful) much sooner and more patients could have benefitted
from these results. The success of pragmatic trials such as
SOLIDARITY/RECOVERY have demonstrated the feasibility
of this even in pandemic settings®***.

Strengths and weaknesses of the study

The inclusion of CMGs from a wide range of countries and
organisations over a period of time is a strength of this study.
This allowed us to evaluate the response of guideline com-
mittees to new emerging evidence. Our review is skewed
towards countries in higher income classifications and we only
identified one CMG from a low-income country (LIC)"~**. The
AGREE-II tool is not specifically designed to appraise
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infectious disease CMGs produced during a pandemic, which
may have caused us to underestimate the quality of some
guidelines.

Conclusions and policy implications

In conclusion, the quality of guidelines has not improved over
time and despite publication of data from key clinical tri-
als, some CMGs continue to recommend the use of agents
found to be ineffective in RCTs. Existing guideline devel-
opment frameworks which have successfully improved the
quality of CMGs in general, have had minimal effect on
those produced in response to epidemics and pandemics. This
highlights a need for a CMG development framework to
produce timely, evidence based, resource conscious, locally
adaptable and inclusive CMGs in response to emerging
outbreaks. Vulnerable groups and in particular the elderly
continue to be disproportionately overlooked and the rele-
vant specialities (e.g. geriatrics) are underrepresented in CMG
development groups. Given that COVID-19 has had such a
profound impact on so many people’s lives and that such a
vast quantity of public money has been spent, involvement of
patients and the public in outbreak preparedness and response,
including in CMG development is an area that needs to be
urgently improved and must not be neglected in the future.
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? Daniela O. de Melo
Department of Pharmaceutical Sciences, Institute of Environmental, Chemical and Pharmaceutical
Sciences, Universidade Federal de Sao Paulo, Sao Paulo, Brazil

I appreciate the opportunity to contribute to improving the paper of this interesting work.
Here are some questions/suggestions/comments.

Search
1. The authors make it clear that this is an update of an earlier paper and that they have
chosen to only search the gray literature. Why wasn't a search performed in guideline
repositories such as the G-I-N (https://g-i-n.net/international-guidelines-library/) or the ECRI
(https://guidelines.ecri.org/), for example?

2. Recently a paper that also assessed quality of COVID guidelines found 188 guidelines, it
would be important to cite and even discuss differences from that paper to the one just
published (https://www.jclinepi.com/article/S0895-4356(21)00077-9/fulltext).

3.Itis not clear to the reader at what point the 10 guidelines from the previous work entered
the search (figure 1). Were they all new versions? When we see the quality score for the 47
guidelines from this paper, are the 10 new versions of these guidelines also included?

4. When there was an updated version of a guideline that was not included in the previous
paper, did you consider both versions (old and new) or just the most recently published
one?

AGREE II assessment
1. How many appraisers actually assessed each guideline? The authors only indicate the total
number of appraiserrs, but do not clarify the division between guidelines and appraisers.

2. “further discussion between reviewers to resolve major disagreements” - How was this
process? Was it considered item by item or the domain in this concordance analysis? Did the
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appraisers discuss until they reached consensus?

3. In addition to the guidelines, were the supplementary documents to the guidelines
evaluated when applying AGREE II or only the main document?

4. "an overall weighted score = 0.7 (threshold suggested by the AGREE-II developers)” -
AGREE's manual does not establish a cutoff and I am unaware of any publications by its
developers establishing a threshold to determine which guidelines would be of high quality.
What is the reference for this sentence?

5. “score = 0.7 on domains 3 and 5 (rigour of development and applicability, previously shown
to be most predictive of overall score” - For overall quality, only domain 3 was predictive.
Domains 3 and 5 were predictive of whether or not the authors would recommend the
guideline, which is different of quality.

Results and Discussion
1. “Our review highlighted that recommendations on supportive care made by CMGs are often
underpinned by limited and/or low-quality evidence” - Some results appeared in results and
discussion sections without being described in methods what would be done and in what
way... this is one example.

2. The analysis about the population the guideline is aimed at and about the recommendation
of drugs was very interesting, but it lacked an explanation that it would do this in methods.
The authors also talk about the quality of the evidence supporting the recommendation
without explaining how this analysis was performed.
Conclusion
Both the discussion and the conclusion need to be more related to the findings of this study rather
than extrapolating the considerations.

Is the topic of the review discussed comprehensively in the context of the current
literature?
Yes

Are all factual statements correct and adequately supported by citations?
Yes

Is the review written in accessible language?
Yes

Are the conclusions drawn appropriate in the context of the current research literature?
Partly
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expertise to confirm that it is of an acceptable scientific standard, however I have
significant reservations, as outlined above.
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