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Antiviral mechanisms of action

Nirmatrelvir

Molnupirivir



• RCT 1433 

• >18yrs

• all unvaccinated

• At least 1 risk factor severe COVID-19

• Within 5 days of infection

• Randomised Molnupirivir 800mg BD or 

placebo for 5 days

• molnupiravir (28 of 385 participants [7.3%]) 

than with placebo (53 of 377 [14.1%]) 

(difference, −6.8 percentage points; 95% 

confidence interval, −11.3 to −2.4; P=0.001)

• Relative risk reduction, 48%, NNT 15

• no serious side-effects 

Molnupirivir or Lagevrio

Bernal et al NEJM Dec 2021 

https://www.nejm.org/doi/full/10.1056/NEJMoa2116044



• RCT 2246 people 

• >18yrs

• all unvaccinated

• At least 1 risk factor severe COVID-19

• Within 5 days of infection

• Hospitalization or death by d28 lower in 

the nirmatrelvir group vs placebo by 

6.32 %(95%CI; −9.04 to −3.59; 

P<0.001

• relative risk reduction, 89.1%, NNT 16

• The viral load lower with at day 5 of 

treatment, adjusted mean difference of 

−0.868 log10

Nirmaltrevir/Ritonavir or Paxlovid

Hammond et al NEJM 2021; 
https://www.nejm.org/doi/full/10.1056/NEJMoa2118542



Molnupiravir (LAGEVRIO) 

• not recommended in pregnancy and 

breastfeeding. It is recommended that 

sexually active women of childbearing 

potential use contraception and men 

also use contraception during and 3 

months after treatment with 

LAGEVRIO.

Contraindications

https://www.tga.gov.au/media-release/tga-provisionally-approves-

two-oral-covid-19-treatments-molnupiravir-lagevrio-and-

nirmatrelvir-ritonavir-paxlovid



Nirmaltrevir-Ritonavir (PAXLOVID)

• not recommended in pregnancy or 

breastfeeding, and in women of 

childbearing potential. It is 

recommended that sexually active 

women of childbearing potential 

use contraception.

• Not in severe renal disease 

eGFR<30ml/min (dose reduction 

30-60ml/min)

• Not is severe liver disease

Contraindications
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Overview

• NSW Monoclonal antibody model of care – updated for oral antivirals

• Defines eligibility & priority cohorts

• Clinical consensus

• Considerations = those most at risk & supply

• Recommendations for adults and adolescents (Table 1 and Table 2)

• Decision Flow Charts (Figures 1, 2, 3)

• To be used with CEC & NSW Health Care in Community Guidance

• Available via NSW Health and ACI websites at 

https://aci.health.nsw.gov.au/covid-19/communities-of-practice

https://aci.health.nsw.gov.au/covid-19/communities-of-practice


Eligibility in NSW

• Within 5 days of symptom onset AND

• No oxygen requirement due to COVID-19 AND

• Reduced immunity to COVID-19 by being:

• unvaccinated (i.e. received no doses of a COVID-19 vaccination) OR

• not fully vaccinated (i.e. has not completed their primary course of 

COVID-19 vaccination) OR

• overdue for booster (as per ATAGI guidance) OR

• Immunocompromised* (irrespective of age and vaccine status)  AND

• Medicine-specific age and risk factors (as outlined in Table 1 or Table 2).

*Immunocompromised defined as per ATAGI guidance. 
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