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Background: Coronavirus disease 2019 (COVID-19) has become a constant threat to people’s lives, 
bringing huge challenges to the global public health and medical service system. In order to ensure the 
timeliness and reliability of the recommendations in guidelines, the working group of the Rapid Advice 
Guidelines for Management of Children with COVID-19 decided to update the guideline to incorporate the 
latest evidence to guide the management of COVID-19 in children and adolescent.
Methods: We will update the guidelines, originally developed as a rapid advice guideline, into a standard 
guideline. We will follow the clinical practice guideline (CPG) update manuals of the National Institute for 
Health and Clinical Excellence (NICE) and the Spanish National Health System (SNHS). The updated 
guidelines will also follow the RIGHT (Reporting Items for Practice Guidelines in Healthcare) checklist and 
Checklist for the Reporting of Updated Guidelines (CheckUp).
Discussion: Through systematic search, evaluation and grading of the best available relevant clinical 
evidence, combined with the experience of frontline clinical experts in the fight against the epidemic and 
the wishes of patients and their caretakers, we will update our previous rapid advice guidelines into a high-
quality, implementable standard guidelines for the management of COVID-19 in children and adolescent.
Trial registration: The standard guideline update has been registered at the International Practice 
Guidelines Registry Platform (http://guidelines-registry.cn/?lang=en, registration No. IPGRP-2020CN101).
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Introduction

Rigorous and transparent high-quality clinical practice 
guidelines (CPGs) provide a solid basis for clinical 
practitioners for decision-making. CPGs also help to 
standardize medical practice, as well as improve the 
quality of medical services, patients’ health outcomes 
and quality of life, and the economic efficiency of 
healthcare (1-3). However, guidelines that lack the latest 
evidence may mislead clinical practice and deteriorate 
the quality of medical services (4). Therefore, guidelines 
need to be regularly updated to ensure the reliability, 
timeliness, implementation and clinical relevance of the 
recommendations (5,6).

Coronavirus disease 2019 (COVID-19) has become a 
constant threat to people’s lives, bringing huge challenges 
to the global public health and medical service system 
(7,8). Children as a vulnerable group need special 
attention in the society (9,10). For this reason, the 
National Clinical Research Center for Child Health and 
Disorders developed the first international Rapid Advice 
Guidelines for Management of Children with COVID-19 
following the WHO rapid recommendations guidelines 
development methodology (11-14). However, in response 
to the COVID-19 pandemic that is still escalating globally, 
researchers continue to race against time to find more and 
better evidence. If the COVID-19 guidelines for children 
do not incorporate the latest evidence, this will not only 
lead to a suboptimal use of the latest research findings in 
clinical practice, but also result in a tremendous waste in 
health-care resources. Such guidelines would no longer 
guide health care providers with the best treatment to the 
children with COVID-19.

In order to ensure the timeliness and reliability of the 
recommendations in guidelines, the working group of the 
Rapid Advice Guidelines for Management of Children with 
COVID-19 decided to update the guideline to incorporate 
the latest evidence to guide the management of COVID-19 
in children and adolescent (15,16). This protocol illustrates 
the methodology and process for this guideline update.

Methods

We will update the guidelines, originally developed as a 
rapid advice guideline, into a standard guideline. We will 
follow the CPG update manuals of the National Institute 
for Health and Clinical Excellence (NICE) and the Spanish 
National Health System (SNHS) (17,18). The updated 

guidelines will also follow the RIGHT (Reporting Items for 
Practice Guidelines in Healthcare) checklist and Checklist 
for the Reporting of Updated Guidelines (CheckUp) 
(19,20). The standard guideline update has been registered 
at the International Practice Guidelines Registry Platform 
(http://guidelines-registry.cn/?lang=en, registration No. 
IPGRP-2020CN101).

This guideline will not conduct the original research 
on humans and animals, only the secondary analysis of 
published articles, so ethical approval is not required.

Guidelines update working group

The Chair and Co-Chairs of the original Rapid Advice 
Guidelines for Management of Children with COVID-19 
working group will first consult all members whether they 
would like to participate in the development of the updated 
guidelines. Those who agree will become members of the 
guideline update working group. In addition, we will also 
invite new experts to participate in the updated guidelines 
development to enhance geographical representativeness. 
Four specific groups will be established: a steering group, 
an expert consensus group, an evidence synthesis and 
evaluation group, and a secretariat.

Steering group
The group will be established by the National Clinical 
Research Center for Child Health and Disorders and 
will aim to include four to six senior clinicians and 
methodologists from the organization developing the 
guidelines (a chair, a co-chair, a chief methodologist, and 
chief clinical experts). The primary responsibilities of 
the steering group will be to: (I) form the other groups, 
(II) determine the topic and scope of the guidelines, (III) 
determine the clinical questions of the guidelines, (IV) 
monitor and evaluate the guideline updating process, (V) 
draft the full updated guidelines, and (VI) approve the 
recommendations and the final version of the guidelines for 
publication.

Expert consensus group
The group will comprise 40 to 50 experts from various 
disciplines, including methodologists, pediatricians, 
respiratory physicians, infectious disease physicians, general 
practitioners, nurses, clinical pharmacists, public health 
specialists, health economists, legal experts, global health 
researchers, and patient representatives. We will aim at a 
broad and balanced representation of different disciplines, 
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geographical locations, and males and females. The primary 
responsibilities of the expert consensus group will be to: 
(I) evaluate the scope of the updated clinical questions, 
(II) prioritize the new clinical questions suggested to 
be added to the updated guidelines, (III) participate in 
the Delphi survey to vote and reach consensus on the 
recommendations, and (IV) revise the first draft of the full 
text of the updated guidelines.

Evidence synthesis and evaluation group
The group will consist of 14 to 16 methodologists and 
pediatricians. The main responsibilities of the evidence 
synthesis and evaluation group will be to: (I) retrieve the 
latest evidence for the ten clinical questions in the original 
version of the guidelines and form an evidence update 
report, (II) formulate additional preliminary clinical 
questions to be included in the update, (III) retrieve, 
develop or update the systematic evaluation of the evidence 
for the identified clinical questions, (IV) complete the 
Grading of Recommendations Assessment, Development 
and Evaluation (GRADE) evidence grading, and (V) to 
write the guideline recommendation decision table.

Secretariat
The secretariat will consist of three to four members. The 
main responsibilities of the secretariat will be to: (I) organize 
the meetings related to the guidelines development, 
(II) collect and manage the conflicts of interest of the 
guideline working group members, (III) design the scope 
questionnaire for the new clinical questions and use the 
questionnaire to assess the research results, and (IV) design 
the Delphi survey for the recommendations and assessment 
of research results.

Declaration of interests

All members will be required to complete a declaration of 
conflicts of interest prior to participating in the guideline 
working groups. These declarations will be included as 
attachments of the final guideline update (21).

Scope of the guidelines

The target population of the updated guidelines are 
children and adolescent with severe acute respiratory 
syndrome coronavirus 2 (SARS-CoV-2) infection (22). 
The main users of the guidelines are pediatricians, clinical 
pharmacists, general practitioners and nurses working in 

general hospitals, children’s hospitals, and primary care 
clinics worldwide. The guidelines focus on the management 
of COVID-19.

Formulating clinical questions

The evidence synthesis and evaluation group will formulate 
clinical questions based on: (I) research gaps identified in our 
original guidelines, other guidelines and clinical trials for 
children with COVID-19, (II) external reviewers’ feedback, 
and (III) the ten clinical questions from our original 
guidelines. The secretariat will propose an initial draft list of 
clinical questions and send it to the expert consensus group 
by email. All experts will be asked to rate the questions by 
their importance on a seven-point scale, ranging from 1 
(the question is not important and should not be included 
in the guidelines) to 7 (the question is extremely important 
and must be included in the guidelines). Clinical questions 
achieving high total scores and approved by all steering 
group members will be included.

Evidence retrieval and synthesis

Literature selection
We will conduct systematic searches with the help of 
information retrieval expert for each question to find the 
relevant evidence (23). We will search Medline, Embase, the 
Cochrane Library and three Chinese literature databases 
(CNKI, CBM and WanFang). We will also search SSRN 
(https://www.ssrn.com/index.cfm/en/), medRxiv (https://
www.medrxiv.org/) and bioRxiv (https://www.biorxiv.
org/) preprint platforms and Google Scholar for studies 
not indexed in the aforementioned databases. Further 
potentially relevant studies will be identified from the 
references of the included articles through a manual review. 
We will use search terms that aim to find an adequate 
balance between sensitivity and specificity of the search.

Evidence assessment
We will use “A Measurement Tool to Assess Systematic 
Reviews” (AMSTAR) scale (24,25) to evaluate the 
methodological quality of the included systematic reviews, 
rapid reviews and meta-analyses. The Cochrane Risk of 
Bias tool (ROB) (26), the Quality Assessment of Diagnostic 
Accuracy Studies-2 (QUADAS-2) (27), and the Newcastle 
Ottawa Scale (NOS) (28) will be applied to evaluate the 
methodological quality of randomized controlled trial 
studies, diagnostic accuracy studies and observational 
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studies, respectively. Two reviewers will independently 
screen all retrieved documents. Disagreements will be 
resolved through discussion with a third reviewer.

GRADE (29,30) will be used to evaluate the quality of 
systematic reviews. In the GRADE system, the quality of 
evidence is categorized as high, moderate, low, or very low, 
using five downgrading factors (risk of bias, imprecision, 
inconsistency, indirectness, and publication bias) and 
three upgrading factors (large effect size, dose-response 
relationship, and plausible residual confounding). An 
evidence summary table and an Evidence-to-Decision table 
will be presented in the final guideline document.

Evidence syntheses
Evidence from high-quality systematic reviews published 
within one month before the search will be used directly. 
For high-quality systematic reviews published more than 
one month ago, evidence synthesis and evaluation group 
will perform an updated search and evidence synthesis. If 
only low-quality systematic reviews or no systematic reviews 
are available, the evidence synthesis and evaluation group 
will initiate and lead new systematic reviews to synthesize 
the latest evidence.

Formulation of the recommendations

The expert consensus group will draft preliminary 
recommendations based on the Evidence-to-Decision table, 
after considering the benefits and harms, the patients’ values 
and preferences, equity, feasibility, and acceptability and the 
health economic aspects. The expert consensus group will 
further develop the draft recommendations during a two-
round Delphi process, and vote on the recommendations. 
Consensus will be defined as at least 70% of the panelists 
agreeing on the recommendation. Each recommendation 
contained in the guidelines will encompass a direction (in 
favour or against) and a rating of the degree of strength. 
The following categories will be used to establish the 
rating of the strength of a recommendation: strong 
recommendation means there is confidence that the desirable 
effects of adherence to a recommendation outweigh the 
undesirable effects; and conditional recommendation means 
that the desirable effects of adherence to a recommendation 
probably outweigh the undesirable effects, but there 
is not full confidence of that conclusion. All draft 
recommendations will be submitted to the secretariat for 
final approval.

Peer review of guidelines

The guidelines will be drafted by the steering group 
and submitted to external experts for peer review. The 
feedback from the reviewers will be collected and discussed 
thoroughly. Some recommendations or their strengths may 
be revised if necessary.

Dissemination and implementation of the guidelines

After the publication, we will use the following methods 
to disseminate, promote and implement the updated 
guidelines: (I) the guidelines will be translated into 
multiple languages, including English, Chinese, Korean 
and Japanese, (II) the guidelines will be promoted 
through platforms such as the WHO Collaborating 
Centre for Guidelines Implementation and Knowledge 
Translation and Guidelines International Network, (III) 
the Guideline Working Group will share all the relevant 
materials related to the guidelines on the website of 
National Clinical Research Center for Child Health and 
Disorders, and (IV) we will assist countries and regions to 
adapt the guidelines considering the differences in health 
policies and systems, resources, feasibility and equity 
across the countries.

Discussion

According to the WHO guidelines development methodology, 
a standard (instead of rapid) guideline is recommended for 
public health emergencies that have lasted at least six months. 
Therefore, although based on a rapid advice guideline, the 
updated guidelines for the management of COVID-19 in 
children and adolescent will be developed according to the 
principles and development process of standard evidence-
based guidelines. As the first international update of Rapid 
Advice Guidelines for Management of Children with 
COVID-19, the guidelines will focus on the specific problems 
in the post-epidemic era. Through systematic search, 
evaluation and grading of the best available relevant clinical 
evidence, combined with the experience of frontline clinical 
experts in the fight against the epidemic and the wishes of 
patients and their caretakers, we will update our previous rapid 
advice guidelines into a high-quality, implementable standard 
guidelines for the management of COVID-19 in children 
and adolescent, with the aim to standardize the medication 
worldwide, effectively guide clinical evidence-based practice, 
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improve patient outcomes and enhance people’s ability of 
assessing treatment options (31).
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