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WHO handbook for guideline development https://apps.who.int/iris/handle/10665/145714

Living guideline GDG https://www.who.int/publications/m/item/who-guideline-development-group-living-guidelines-for-covid-19-biographies



https://apps.who.int/iris/handle/10665/145714
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Living guidelines: rapid, transparent and trustworthy

evidence to the bedside
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Collaboration of hundreds of people...
clinicians, researchers, methodologists, systematic reviewers, journal editors, patients and families
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Accessible evidence synthesis — MAGIC app
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Summary of findings and comparisons Mobile access
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Baricitinib vs. Standard care for Patients with severe X
IL-6 receptor blockers vs Standard care or critical COVID-19 - IL-6 subgroups
Patients with severe or critical COVID-19 bt
6 Outcomes  Graphical view Summary Among a 1000 patients like you, on
average with Baricitinib
Results favor the comparator Results favor the intervention
Standard care IL-6 receptor blockers Mortality
Expected results with the intervention o 24 fewer
(with IL6-RB)
Mortality 130 16 fewer 114 QOEO
per 1000 per 1000 per 1000 HIGH T— ——
andard care aricitinii
Mechanical ventilation 86 23 fewer 63 QPO
per 1000 per 1000 per 1000 HIGH 130 106
per 1000 per 1000
Adverse ?vents.lead!ng todrug 9 No important difference 5 @000
discontinuation per 1000 per 1000 VERY LOW Certainty
@O0
Bacterial infections 101 No important difference 96 ®@00 MODERATE
per 1000 per 1000 LOwW
Direction not set 0000 -
Mortality Practical issues
Duration of mechanical 14.7 1.2 lower 135 @@00
ventilation (Mean) Scale: - (MD) (Mean) LOW
Lower better
Duration of hospitalization 12.8 4.5 lower 8.3 @00
(Mean) Scale:- (VD) (Mean) LOW
Lower better
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https://app.magicapp.org/#/guideline/nBkO1E

Accessible evidence synthesis - BMJ

Graphical summary Living network analysis
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https://www.bmj.com/content/370/bmj.m3379
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Keeping the guideline responsive to changes in the °

pandemic

* Globally reducing mortality, and case fatality ratio
* Impacts the recommendations, especially for those with non-severe disease at

clinical presentation
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Reducing absolute risks from COVID-19 alters the balance of o

risks and harms, and makes some risks trivial

* GDG panel reassessed the likely absolute risks of hospitalization (a prioritized
outcome) for patients with non-severe COVID-19 at the time of clinical

assessment...

Patient risk | Estimated risk of | Includes patients such as...

category hospitalisation

High 6% immunodeficiency syndromes
solid organ transplant receiving immunosuppressants
autoimmune illness receiving immunosuppressants

Moderate 3% over 65 years, obesity, diabetes, chronic cardiopulmonary disease,
chronic kidney or liver disease, active cancer, those with disabilities, and
those with comorbidities of chronic disease.

Low 0.5% those who are not moderate or high risk
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Recommendations for COVID-19 therapeutics
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Nirmatrelvir-ritonavir (1) — November 2023

Strong recommendation for use of nirmatrelvir-ritonavir
in patients with non-severe COVID-19 at high risk of hospitalization

« ...nirmatrelvir-ritonavir in general represents a superior choice to molnupiravir because it probably has a greater reduction in
hospitalization and because of concerns about potential harms of molnupiravir.
« ...nirmatrelvir-ritonavir in general represents a superior choice to remdesivir because of the practical difficulty that arises from

the intravenous administration of remdesivir.
« consider possible dangerous drug interactions or nirmatrelvir-ritonavir

» Given possible benefit and residual uncertainty regarding potential undesirable effects, clinicians should engage pregnant or
breastfeeding individuals fully informed shared decision-making regarding the use of nirmatrelvir-ritonavir.

Conditional recommendation for use of nirmatrelvir-ritonavir
in patients with non-severe COVID-19 at moderate risk of hospitalization

» Because their risk of hospitalization is sufficiently high such that they will receive an appreciable reduction in hospitalization with the
drug, the GDG concluded that a majority of well-informed moderate-risk patients would choose to use nirmatrelvir-ritonavir.




Nirmatrelvir-ritonavir (2) — November 2023

Conditional recommendation against use of nirmatrelvir-ritonavir
in patients with non-severe COVID-19 at moderate risk of hospitalization

« The marginal benefits of nirmatrelvir-ritonavir for patients at low risk of hospitalization suggest most patients would not want to use this
treatment, but a minority may still be inclined to do so.

» The GDG noted the uncertainty in baseline risk estimates and uncertainty and variability in patient values and preferences when
deciding on a conditional recommendation, rather than a strong recommendation, against nirmatrelvir-ritonavir.

« Given considerations regarding resources and equity, the GDG concluded that health care systems may reasonably not offer this drug
to patients at low risk of hospitalization.




Molnupiravir — November 2023

Conditional recommendation for use of molnupiravir
in patients with non-severe COVID-19 at high risk of hospitalization

» Nirmatrelvir-ritonavir is a superior choice to molnupiravir (due to greater reduction in hospitalization and because of safety

concerns with molnupiravir.

Remdesivir is a superior choice to molnupiravir because it possibly has a greater reduction in hospitalization in high-risk

patients.
« The longer term harms of molnupiravir remain unknown in the absence of clinical evidence, both for individual patients and at

the population level. These include potential mutagenesis, emergence of resistance, and emergence of new variants _
» Use of molnupiravir should be accompanied by mitigation strategies such as avoiding the drug in younger adults, children and

pregnant patients, active pharmacovigilance programmes, and monitoring viral polymerase and spike sequences

Conditional recommendation against use of molnupiravir
in patients with non-severe COVID-19 at moderate risk of hospitalization

Strong recommendation against use of molnupiravir
in patients with non-severe COVID-19 at low risk of hospitalization




Remdesivir — November 2023

Conditional recommendation for use of remdesivir
in patients with non-severe COVID-19 at high risk of hospitalization

 The GDG concluded that nirmatrelvir-ritonavir may represent a superior choice to remdesivir because of the practical difficulty
that arises from the intravenous administration of remdesivir.

Remdesivir is likely to be the desirable option in patients for whom nirmatrelvir-ritonavir or molnupiravir are not options. For
nirmatrelvir, this will be patients who are using drugs with problematic interactions with nirmatrelvir-ritonavir. For molnupiravir,
these will be individuals in whom concerns regarding mutagenesis are particularly great, which would include pregnancy and
children. For both drugs, it will include those for whom, for whatever reason, the drugs are unavailable.

Conditional recommendation against use of remdesivir
in patients with non-severe COVID-19 at moderate risk of hospitalization

Strong recommendation against use of remdesivir
in patients with non-severe COVID-19 at low risk of hospitalization




not recommended...

Update on specific
recommendations

.. reviewed and

...in 2023...
VV116 (only in research)

lvermectin (only for use in research on
severe or critical disease, against use in
non-severe disease)

...and previously...
Hydroxychloroquine
Lopinavir-ritonavir
Ruxolitinib and tofacitinib

Convalescent plasma (only for use in
research on severe or critical disease)

Casirivimab-indevimab
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Being reviewed

* Anticoagulation (heparin)
* based on prospective systematic review of multiple trials

*VV116 (oral antiviral)

- Based on recent RCT publication (n=1369)on 2 November 2023
(DOl:https://doi.org/10.1016/S1473-3099(23)00577-7)
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Influenza guideline under development

Virtual Joint Meeting 28 Noévember — 1 December 2022



Scope and timeline of influenza guidelines

* Previous WHO guidance from 2022 (SR from 2019)

* Multiple requests for update, which will include
* Antivirals for non-severe and severe/critical patients
* Antivirals for seasonal and zoonotic flu

* Antivirals for secondary prevention (in high-risk contacts of
primary cases)

* Adjunctive therapies (such as immunosuppressives)
 Use of antibiotics
- Diagnostic testing strategy to guide treatment

* Guideline Development Group meeting 18-20 December
2023

* Expected publication Q2 2024

Guidelines for the clinical
management of severe
illness from influenza
virus infections
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Health Care Readiness (who.int)

Therapeutics and COVID-19 (who.int)

The WHO Global Clinical Platform for COVID-19

COVID-19 Clinical Care Pathway (who.int)

A living WHO guideline on drugs for covid-19 | The BMJ
Therapeutics and COVID-19: living guideline (magicapp.orq)
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https://www.who.int/teams/health-care-readiness-clinical-unit/covid-19
https://www.who.int/teams/health-care-readiness/covid-19/therapeutics
https://www.who.int/teams/health-care-readiness/covid-19/data-platform
https://cms.who.int/tools/covid-19-clinical-care-pathway
https://www.bmj.com/content/370/bmj.m3379
https://app.magicapp.org/#/guideline/nBkO1E
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