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Background. Metagenomic sequencing is increasingly used in respiratory diag-
nostics, yet consistent standards for clinical validation and interpretation are lacking.
The UK National Health Service Respiratory Metagenomics Network convened a
multidisciplinary group to formulate consensus guidance.

Methods. A targeted literature review, expert-panel discussions and iterative re-
finement of guidance on pathogen significance and reporting were conducted. Two
national consultation rounds and one Delphi round was used to define consensus.
Statements achieving greater than 80% agreement advanced to guidance. Areas in
which the evidence base was limited or consensus could not be reached have been
flagged as priorities for future investigation and further guideline refinement.
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Results. Supporting evidence is given for consensus guidance. Guidance for report-
ing included consideration of specimen type, relative abundance and clinical context.
Mandatory escalation for detections of alert organisms were agreed, such as Group A
Streptococcus and Pneumocystis jirovecii. Suppression criteria for organisms of doubtful
significance such as commensal oral flora, anaerobes andTropherymawhippleiwhen clin-
ical evidence is absent are given. Interpretative comments for herpesviruses were advised.
Future work should correlate i) bacterial read counts with semi-quantitative growth in
culture and ii) cycle threshold value with significance for viruses and atypical pathogens.

Conclusion. These consensus guidelines provide the first framework for validat-
ing and reporting respiratory metagenomic findings across laboratories.
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