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[Abstract] Objective To make a systematic review of the safety of nirmatrelvir/ritonavir tablets in the treatment of severe
corona virus disease (COVID-19) and provide reference for the safe clinical use. Methods Cases of adverse drug reactions
(ADR) related to nirmatrelvir/ritonavir were collected from CNKI, Wanfang Data, VIP, PubMed, Embase, the Cochrane
Library and WHO COVID-19 Research Database. Clinical critically concerns such as special population or drug—drug
interaction, and the mechanism and treatment of ADR were discussed. The retrieval time was limited from the establishment of
the database to January 16, 2023. Results A total of 844 literatures were retrieved, and 12 case reports were included with a
total of 12 patients. The median age was 43 years old and the youngest patient was 5 years old. The most reported ADRs were

drug—drug interaction induced kidney injury (n=8), all of which were interacted with tacrolimus, and the other ADRs were
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rash (n=1), disease recurrence (n=1), abnormal renal function (n=1) and neutropenia (n=1). According to the causality
analysis by Naranjo scale, disease recurrence and neutropenia were "possible", while the other ADRs were "probable" or
"definite". In addition to case reports, other types of publications provide limited evidence for nirmatrelvir/ritonavir in special
population such as disease recurrence, children, renal impairment, liver impairment, immunosuppression and pregnant
women. The common ADRs of nirmatrelvir/ritonavir in the real world are largely consistent with clinical trials, except for the
suspected risk of disease recurrence. Conclusion Application of nirmatrelvir/ritonavir in high—risk population for COVID-19
shouldn’t be denied because of the concerns about the risk of disease recurrence. Interactions between nirmatrelvir/ritonavir
and tacrolimus have been widely reported, but the risk can be controlled by monitoring tacrolimus concentrations. There is
insufficient evidence for the use of nirmatrelvir/ritonavir in children under 12 years old and in patients with severe liver injury.
Some studies recommended dosages for patients with severe renal impairment that are prohibited in the instructions, but further
research is needed. The short—term outcome of nirmatrelvir/ritonavir in pregnant and lactating women seems to be safe.

[Key words] nirmatrelvir; ritonavir; safety; adverse drug reaction; case reports
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