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1.​ Introduction 
 

This Technical Report outlines the guideline development process and methodology used to 
formulate recommendations within the Australian Guidelines for drug treatments people with 
influenza who are critically ill (henceforth referred to as ‘the guidelines’). The guidelines are 
being developed according to the 2025 Procedures and Requirements for Meeting NHMRC 
Standards for Clinical Practice Guidelines (1), including the use of the GRADE (Grading of 
Recommendations, Assessment, Development and Evaluation) Working Group approach to 
appraising the certainty of evidence (2). 

The guidelines are being developed by the Australian Living Evidence Collaboration in 
conjunction with a Guidelines Leadership Group, Lived Experience Panel and Paediatric 
Clinical Panel. The ALEC Evidence Review Team is responsible for undertaking the work of 
identifying, appraising and synthesising evidence to inform development of guideline 
recommendations. Membership of these groups is available within the administrative report. 

 

Purpose 
 

The guidelines will incorporate the best available evidence to provide a series of 
best-practice recommendations to assist clinical decision-making of drug treatments for 
people with influenza who are critically ill. 

 

Scope and setting 
 

Recommendations within the guideline will inform drug treatment of individuals with 
confirmed or suspected seasonal or zoonotic influenza who are critically ill. Treatments of 
interest are limited to antivirals, corticosteroids and adjunctive macrolide treatment (see 
clinical questions for further information). The guideline does not include patients within a 
community setting with mild influenza, patients with severe influenza who are not critically ill, 
or other supportive forms of care for patients with severe influenza, such as respiratory 
support.  

Populations of interest include adults (> 12 years) and children (≤ 12 years). Additional 
subgroups of interest will be defined by the Guidelines Leadership Group and will focus on 
populations that may be differentially impacted by treatment, such as older adults, neonates, 
immunocompromised individuals, individuals experiencing shock and individuals with 
bacterial co-infection. 

 

Target audience 
 

The guideline recommendations are intended to be used by individuals responsible for the 
management and care of people with influenza who are critically ill. These include intensive 
care physicians and infectious disease specialists, as well as other health professionals such 
as anaesthetists, pharmacists, respiratory physicians, emergency physicians, nurses and 
paediatricians. 
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Individuals such as policy makers, practice managers, researchers and students may use or 
adopt these recommendations. However, additional considerations not addressed within this 
guideline may be required when using these recommendations for any purpose other than 
for the treatment of individuals with influenza who are critically ill. 

 

2.​Methodology 
 
Prioritisation 
 

Due to the necessary speed at which the guideline is to be generated and the limited scope, 
recommendations will be generated for all relevant topics within four to six weeks. As such, 
no formal online survey or other method of eliciting feedback to inform prioritisation will be 
sought. Rather, the Guidelines Leadership Group and Lived Experience Panel will review 
potential topic areas and rank prioritisation using a consensus approach based on impact, 
defined as topics: 

●​ that are considered to be most important to clinicians and those with lived 
experience; 

●​ for which guidance is considered likely to differ from existing influenza guidelines 
​
 

Identifying clinical questions 
​
For each prioritised topic, specific clinical questions will be developed by the ALEC Evidence 
Review Team in collaboration with clinical experts and confirmed by the Guidelines 
Leadership Group. 

All clinical questions within the guideline are specific to the safety and effectiveness of 
interventions and will be framed using the following PICO structure: 

●​ Population: the patient population to whom the recommendation will apply. 
●​ Intervention: the intervention under investigation. 
●​ Comparator: the alternative to the intervention under investigation (e.g. often an 

alternative intervention, usual care, placebo or no intervention). 
●​ Outcomes: a list of patient-relevant outcomes of considered most critical or 

important to decision making (where possible these are aligned with a published 
Core Outcome Set). Minimally important differences in these outcomes will also be 
discussed. 

The clinical questions identified for each topic will be provided within an Evidence Report, 
which will be accessible within the relevant section of the Guidelines. 

 

Outcome selection 
 

Relevant outcomes for each clinical question will be determined by the Guidelines 
Leadership Group, Paediatric Clinical Panel and the Lived Experience Panel in conjunction 
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with the ALEC Evidence Review Team. The ALEC Evidence Review Team will collate a list 
of potentially relevant outcomes specific to the population(s) of interest and present these to 
a select group of clinical experts, who will generate a final list of clinical outcomes of interest, 
each of which will be classified as either ‘critical’ or ‘important’ to determine the weight 
attributed to each when formulating the final recommendation. 

During the inaugural Lived Experience Panel and Guidelines Leadership Group meetings, 
these outcomes will be discussed with the full membership. Consensus will be sought from 
each Panel to confirm the appropriateness and completeness of selected outcomes with 
regards to importance to decision making, and an opportunity will be provided to each 
member to suggest additional outcomes that have not been considered previously. If the 
Guidelines Leadership Group reaches consensus agreement that one or more of these 
outcomes are sufficiently important to warrant inclusion, the outcome will be classified as 
‘critical’ or ‘important’ and added to the planned analyses. 

Minimal clinically important differences (MCIDs) for each outcome will be defined at the 
inaugural Guidelines Leadership Group meeting. As a starting point, the ALEC Evidence 
Review Team will use the MCIDs for equivalent outcomes specific to individuals requiring 
critical care within the Australian Guidelines for Management and Care of People with 
COVID-19 (3). Any adjustments to these MCIDs will be justified and reported within the 
relevant Evidence Report.  

 

Eligibility criteria 
 

Randomised controlled trials that focus on a relevant intervention to treat influenza in 
patients with critical illness are eligible for inclusion. Systematic reviews and meta-analyses 
are eligible for inclusion if they: 

a.​ report one or more relevant outcomes 
b.​ are focused on an intervention of interest within a population group of interest,  
c.​ include randomised controlled trials 

Systematic reviews and meta-analyses that include a broader scope are eligible for inclusion 
if they report results separately for relevant populations (e.g. a systematic review including 
all hospitalised patients that report results separately for the critical care cohort, or a 
systematic review including both RCT and observational data that report results separately 
for RCTs only).  

Conference abstracts and clinical trial registry records are eligible if they provide relevant 
results. Observational studies, commentaries, letters to the editor and non-systematic 
reviews are not eligible for inclusion. 

 

Search methods  
 

Searches will be developed by an experienced information specialist focused on antivirals 
and other drug treatments and conducted in Ovid MEDLINE and Embase. No date limit will 
apply to the search, however if a relevant systematic review is identified, an updated search 
will be conducted based on the date in which the most recent search was performed to 
inform the review. 
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To complement indirect evidence in adults, an additional search will be conducted to identify 
any relevant observational studies focused on the use of antivirals in critical care in children. 
The complete search strategy can be found in the evidence report. 

No defined search will be conducted to identify Evidence to inform Evidence to Decision 
elements, such as patient preferences and values, resource use, appropriateness, equity or 
feasibility. 

 

Study selection 
 

Study selection will be performed using Covidence. First, titles and abstracts of deduplicated 
records will be screened, and clearly irrelevant records discarded. Full-text articles will then 
be retrieved for the remaining records and screened, and records that meet all eligibility 
criteria will be retained. Clinical expertise will be sought if needed to confirm eligibility.  

All screening and selection will be conducted by a single reviewer at the title and abstract 
stage, and independently, in duplicate by two reviewers at the full text stage. Disagreements 
will be resolved by discussion or reference to a third reviewer if necessary. Included studies 
will be tagged according to their alignment with clinical questions for subsequent 
assessment and analysis.  

Results of evidence searches will be provided in a Preferred Reporting Items for Systematic 
Reviews and Meta-Analyses (PRISMA) flow diagrams. These will be provided in the 
Evidence Report.  

 

Risk of bias assessments  
 

Relevant systematic reviews will be appraised for risk of bias in the review process using the 
Risk of Bias in Systematic Reviews (ROBIS; 4) or another methodology-appropriate tool. 
Reviews at high risk of bias will not be used to support recommendations. Randomised 
controlled trials will be assessed for risk of bias using the Cochrane Risk of Bias 2 tool (5). 
Primary studies already included in identified systematic reviews will not be reassessed. 

For each topic, complete details of eligible studies and risk of bias assessments will be 
provided in an Evidence Report. The Evidence Report will be available in the guideline. A 
table of study characteristics will be used to summarise key information and group studies 
for analysis, in accordance with pre-specified questions (and subgroups, where relevant). 

 
Data extraction and synthesis methods  
 

Data will be extracted using standardised data collection forms, including key study 
characteristics; descriptions of the population, intervention(s), comparators of each study, 
methodological information to enable risk of bias assessment, and information on outcomes 
measured and results. All linked publications or other documents relating to the same study 
will be considered together for data collection purposes. Data collection will be conducted by 
one reviewer and checked by a second. Disagreements will be resolved by discussion or 
reference to a third reviewer if necessary. 
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Synthesis methods will be prespecified, where possible, on a per-topic basis, and 
appropriate methods selected for the available data, in accordance with best practice as 
outlined by the Cochrane Handbook for Systematic Reviews of Interventions (6). Data that 
are considered sufficiently homogenous will be pooled and assessed using meta-analyses. 
Where meta-analysis is not possible, alternative synthesis methods such as combining P 
values or vote counting based on the direction of effect may be considered. If synthesis is 
not appropriate, for example due to high unexplained heterogeneity or risk of bias, individual 
study results will be reported narratively within a structured summary. Clinical and statistical 
expertise will be sought where required. 

Complete data for each topic, including identified studies, study details and baseline 
characteristics, results and summary of findings tables will be provided in the Evidence 
Report. 

 

Assessment of certainty in the evidence 
 

Certainty in the effect estimate for each outcome will be assessed using the GRADE 
approach (7). Using this approach, the certainty of evidence for each outcome will be rated 
as ‘high’, ‘moderate’, ‘low’ or ‘very low’ based on a set of established criteria. The final rating 
of certainty of evidence will be dependent on the factors briefly described below. 

Study design limitations: The risk of bias in each effect estimate will be first examined at 
the level of each individual study result and then across the results contributing to the effect 
estimate. 

Inconsistency of the results: Inconsistency in the results for a given outcome between 
studies will be assessed by exploring unexplained statistical heterogeneity. The certainty of 
evidence will be downgraded where high levels of unexplained statistical heterogeneity are 
observed (e.g. using the I2 statistic or observation of the size and direction of effects) that 
encompass differences in the direction and interpretation of the result. 

Indirectness: The certainty of evidence will be downgraded when there are concerns 
regarding the directness of the evidence, that is, whether there were important differences 
between the research reported and the context for which the recommendation will be 
prepared, e.g. in the populations, interventions, comparisons or outcomes of interest. 

Imprecision: The certainty of the evidence will be downgraded where there are too few 
participants or events to be considered a reliable estimate of the effect, or where the 
confidence intervals around the effect estimate are wide enough to include the possibility of 
both a benefit and a harm, or both a meaningful effect in either direction and no meaningful 
effect. 

Publication bias: The certainty rating could also be affected by perceived or statistical 
evidence of bias to underestimate or overestimate the effect of an intervention as a result of 
selective publication based on study results. 

Certainty of evidence assessments are defined according to the GRADE approach: 

●​ High certainty: We are very confident that the true effect lies close to that of the 
estimate of the effect; 
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●​ Moderate certainty: We are moderately confident in the effect estimate. The true 
effect is likely to be close to the estimate of the effect, but there is a possibility that it 
is substantially different; 

●​ Low certainty: Our confidence in the effect estimate is limited. The true effect may 
be substantially different from the estimate of the effect; and 

●​ Very low certainty: We have very little confidence in the effect estimate. The true 
effect is likely to be substantially different from the estimate of effect. 

 

Summary of findings tables  
 

Summary of Findings tables will be developed and presented for each evidence-based 
recommendation. They will include (where available): 

●​ a list of outcome measures evaluated for the clinical question and the timeframe 
over which these measures were assessed; 

●​ number of studies and participants contributing to the evidence for each outcome; 
●​ for dichotomous outcomes: 

o​ the relative effect of the intervention, e.g. odds ratio, relative risk.; 
o​ the assumed risk without the intervention (per 1000 people), e.g. prevalence 

in target population or control group risk. 
o​ the corresponding risk with the intervention (per 1000 people); 

●​ for continuous outcomes: 
o​ the mean value of the outcome without the intervention (again, based on 

average effects in the control groups of the included studies) 
o​ the mean difference in the outcome with the intervention; 

●​ appropriate alternative summary data for other data types; 
●​ judgements about factors affecting the certainty of evidence; 
●​ overall assessment of certainty in the effect estimates; and 
●​ a plain text summary of the evidence, based on the size of the effect and the 

certainty of evidence.  

 

To maintain consistency and avoid over-interpretation, standard phrases will be used in the 
Summary of Findings tables and throughout the guidelines (Table 1; 8). 

 

Table 1 Standard phrases for the plain text summary of findings 

Cross 
point 
between 
certainty 
and size 
of effect 

 

Important 
benefit/harm 

 

Less important 
benefit/harm 

 

No important 
benefit/harm or 
null effect 
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High Improves or Worsens 
(alt. increases or 
reduces) 

Slightly improves or 
worsens (alt. slightly 
increases or reduces) 

Little or no 
difference 

Moderate Probably improves or 
worsens (alt. probably 
increases or reduces) 

Probably slightly 
improves or worsens (alt. 
probably slightly 
increases or reduces) 

Probably little or 
no difference 

Low May improve or 
worsen (alt. may 
increase or reduce) 

May slightly improve or 
worsen (alt. may slightly 
increase or reduce) 

May have little or 
no difference 

Very Low We are uncertain whether [intervention] improves or worsens 
(increases/ reduces) [outcome] 

No / rare 
events 

There were too few who experienced the [outcome], to determine 
whether [intervention] made a difference 

No studies No studies were found that looked at [outcome]  

 

 

 

3. Developing recommendations ​
 
GRADE Evidence to Decision frameworks  
 

The GRADE evidence-to-decision (EtD) framework will be used to develop appropriate 
recommendations based on the available evidence. Additional detail on the EtD framework 
is available within the GRADE Book (2). 

The GRADE EtD framework considers several factors when developing recommendations: 

●​ the balance of benefit and harms 
●​ certainty of the evidence 
●​ preferences and values of people with lived experience and other key stakeholders 
●​ resources and cost-effectiveness considerations 
●​ feasibility 
●​ acceptability 
●​ equity 

The benefits, harms and certainty of available evidence will be summarised by the ALEC 
Evidence Review Team from the summary of findings table. 

Relevant information regarding on resources and cost-effectiveness as well as preferences 
and values will included in the eligibility criteria. Data specific to key populations of interest, 
including Aboriginal and Torres Strait Islander people, women, people in low socio-economic 
groups and people living in rural and remote areas will be extracted where available from the 
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included studies on each topic. Additional insights into all elements of the EtD will be 
gathered through discussions with the Lived Experience Panel and the Guidelines 
Leadership Group.  

Final EtD tables for each clinical question will be included in the guideline. Drawing on the 
available evidence and the preliminary EtD assessments, the ALEC Evidence Review Team, 
supported by the Guidelines Leadership Group, will develop draft recommendations for each 
clinical question, which will be reviewed by the Lived Experience Panel and endorsed, with 
unanimous consensus, by the Steering Committee. Following endorsement by the Steering 
Committee, the recommendations will be published as interim advice on the Influenza 
website.  

In addition to the recommendation, additional information may be provided relating to 
implementing the recommendations, such as contraindications, dosages, and contextual 
information to inform discussions with people with lived experience.  

 

Equity considerations 
 

Actively addressing issues of equity, diversity and inclusion is vital to ensure all individuals 
and communities in Australia experience good quality health care and good health 
outcomes. In addition to individual clinical risk factors, the health of individuals and 
communities are influenced by age, gender, race, ethnicity, disability, migrant status, income, 
education, employment, power, geographical location and social support. These factors are 
often interconnected and interact with a compounding effect (intersectionality) to produce a 
broad range of unequal health outcomes. 

Discussions regarding equity considerations, practical considerations such as access, 
differences in the experiences and values of different populations and applicability of the 
evidence to the Australian context will be explicitly considered in the GRADE 
evidence-to-decision framework, informing all recommendations. Where appropriate, 
additional recommendations can be made for specific populations, or guidance relevant to 
health equity may be included in the information supporting a recommendation.  

 

Strength and direction of recommendations 
 

The strength and direction of a recommendation is determined by balancing desirable and 
undesirable consequences of a treatment decision and involves considering both the best 
estimates of the magnitude of desirable and undesirable effects and outcome importance to 
the relevant population.  

The GRADE process specifies two categories for the strength of recommendations, based 
on how confident the guideline panel is that the “desirable effects of an intervention outweigh 
undesirable effects across the range of patients for whom the recommendation is intended”: 

●​ Strong recommendations, where guideline authors are certain that the evidence 
supports a clear balance towards either desirable or undesirable effects. 

●​ Conditional recommendations (sometimes known as weak recommendations), 
where the guideline panel is uncertain about the balance between desirable and 
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undesirable effects, or where it is likely that different individuals may make different 
choices about their care. 

These strong or conditional recommendations can either be for or against an intervention. 
Guideline panels may also choose to make no recommendation regarding an intervention or 
recommend that an intervention only be used in research. The GRADE approach provides 
three instances where panels may make no recommendation: 

●​ the confidence in effect estimates is so low that the panels feel a recommendation is 
too speculative; 

●​ the trade-offs are so closely balanced, and the values and preferences and resource 
implications not known or highly variable, and the panel is unable to decide on the 
direction of a recommendation; or 

●​ two options have very different undesirable effects, and individual patients’ reactions 
to these consequences are likely to be so different that assessing ‘typical’ values and 
preferences is unhelpful. 

Consensus recommendations, or recommendations to only use an intervention in research 
can be made when the intervention is promising but there is insufficient evidence of benefit. 
The GRADE approach provides three conditions that should be met when recommending an 
intervention only be used in research: 

●​ there is currently insufficient evidence to support a decision for or against an 
intervention; 

●​ further research has large potential for reducing uncertainty about the effects of the 
intervention; or 

●​ further research is thought to be of good value for the anticipated costs. 

Good practice statements can be made where an evidence review has not been conducted. 
In this instance, although it is considered likely that evidence would support the 
recommendation, it would not make sense to conduct an evidence review for this matter, 
e.g. for questions of ethics, equity or the manner in which care is provided. 
 
In contrast to only in research recommendations, implications for research recommendations 
can be made where a gap in the evidence has been identified as a priority for future 
research. 

 

 

4. Guideline structure 
The guideline will be published on ALEC website. Recommendations on similar topics will be 
grouped together with topics ordered in a logical flow to promote ease of use, as determined 
by the guideline group. Restructure of topics may be considered as additional topics are 
added or based on further feedback. 

Recommendations will be clearly visible with indications of strength of recommendation and 
certainty of supporting evidence. Additional information, supporting evidence and other 
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associated content will be available, either directly following the recommendation or via a link 
contained within or adjacent to the recommendation.  
 

5. Public consultation 
Public consultation for the guidelines will be conducted in accordance with Section 14A of 
the Commonwealth National Health and Medical Research Council Act 1992 and 
accompanying regulations. Notice of public consultation will be provided publicly on the 
influenza guideline and ALEC website for at least 30 days for all new and updated 
recommendations. 

A communication and stakeholder engagement plan will support the public consultation and 
dissemination. Electronic communications will be sent to a wide range of health 
professionals, health policymakers and health organisations, advising of the particular public 
consultation period relevant to the most recently updated/new recommendations, including 
all Member Organisations, heads of Commonwealth, State and Territory Departments of 
Health and members of all influenza groups and panels. Electronic communications will also 
be sent via the ALEC newsletter and social media. 

Feedback will also be sought via the guideline website, on which the interim advice 
recommendations for consultation will be clearly identified. 

All individuals and organisations that provide feedback during the public consultation period, 
and provide contact details, will be contacted and thanked for their input. A summary of all 
feedback received and responses made will be provided to NHMRC. 
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