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Oral antiviral agents for SARS-CoV?2
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Antiviral mechanisms of action
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Molnupirivir or Lagevrio

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

Bernal et al NEJM Dec 2021

NSW Agency for Clinical Innovation

https://www.nejm.org/doi/full/10.1056/NEJMoa2116044
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Days since Randomization
No. at Risk
Molnupiravir 709 699 693 670 665 661
Placebo 699 693 674 637 634 631
No. of Events
Molnupiravir 10 6 i 5 4 0
Placebo 5 19 37 3 3 0
Subgroup Molnupiravir  Placebo Absolute Risk Reduction (95% CI) E
no. of events/no. of participants percentage points.
Sex |
Female 16/379 27/344 —a 3.6 (-7.4t0-0.2)
Male 32/330 41355 —— -19 (-65t028)
Days since onset of symptorms. A
=3 25/339 28/335 ] -10 (-5.2103.2)
>3 23/370 40/364 —— -4.8 (-9.0 to -0.7)
Baseline Covid-19 severity |
Mild 19/385 27/376 — 2.4 (-59t01.0)
Moderate 28311 40321 — 31(21t018)
Baseline SARS-CoV-2 nucleacapsid antibody status !
Positive 5/136 2/146 r——t 23(-17t071)
Negative 39/541 £4/520 —.— -5.1(-83to-16)
Risk factors for severe Covid-19 |
60 yr of age 12/118 16/127 s 24 (-10.6 t0 5.8)
Obese 29/535 46/507 ——— -3.7 (-6.9 0 -0.5)
Diabetes mellitus 17/107 17/117 — 14(-82t011.1)
Serious heart condition 8/86 9/78 D—!:—1 =22 (-124t075)
Race g
American Indian or Mative American 18207 21/199 —_— -19 (7.8 t0 4.0)
Asian 725 723 ' 2.4 [not calculated)
Black 10/157 15/142 — 4.2 (-1L1t022)
White 29/556 54/573 —— 42 (-73t0-1.2)
Baseline SARS-Cov-2 qualitative assay i
Detectable 45/614 61/613 ] 2.6 (-5.8100.5)
Undetectable 0/54 0/51 - 0.0 (-7.1t06.7)
Unknewn 341 7/35 + -127 (-29.9t0 2.9)
S0 0 o o ]
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A Outcomes According to Time Since Onset of Covid-19 Symptoms

Nirmaltrevir/Ritonavir or Paxlovid

Nirmatrelvir+itonavic  Placebo Nirmatrelvir+ritonavic  Placebo
(N=697) (N=682) (N=1039) (N=1046)
Patients with event — no. (%) 5(0.72) 44 (6.45) 8(0.77) 66 (6.31)
Hospitalization for Covid-19 5(072) 44 (6.45) 3(0.77) 65 (621)
R CT 2 24 6 Death from any cause ) 9(132) 0 12(115)
p e O p e Average time at isk for event — days 27.29 26.19 27.05 2597
Average follow-up — days 27.45 27.25 27.20 27.05
Estimated percentage with event (95% C1) — % 0.72(030t01.73) 653 (4.90to 8.68) 0.78(039101.56)  6.40 (5.06 10 8.08)
Difference (+SE) from placebo — percentage points -5.81+1.01 -5.62:0.81
95% CI of difference 7.7810-3.84 721 t0-403

() > 18yrS Pvalue - <0.001 - <0.001
« all unvaccinated
 Atleast 1 risk factor severe COVID-19

« Within 5 days of infection

10 —— Nirmatrelvir+ritonavir (N=1039; 8 events) —— Placebo (N=1046; 66 events)

Placebo

Nirmatrelvir+ritonavir vs. placebo: Difference, -5.62% (95% ClI, -7.21 to -4.03)
P<0.001

Nirmatrelvir+ritonavir

Cumulative Incidence (%)
3
g

T
0 2 4 6 3 10 12 14 16 18 20 22 24 26 28

Hospitalization or death by d28 lower in A I A R

NMV-r 1039 1034 1023 1013 1007 1004 1002 1000 997 995 993 993 993 993 992
I V I u V y Placebo 1046 1042 1015 990 977 963 959 959 955 953 951 948 948 948 945
0 0 C Subgroup Analysis
6 3 2 A) 9 5 /0 ‘ I Y — 9 04 to — 3 5 9 " Subgroup Nirmatrelvir+Ritonavir  Placebo Difference from Placebo (95% Cl)
. ] - . ] no. of events/total no. percentage points

Overall 8/1039 66/1046 —— -5.62 (~7.21 to -4.03)

P Time since symptom onset
< 1 =3 days 5/697 44/682 — -5.81 (-7.78 to -3.84)
. >3 days 3/342 22/364 et -5.23 (-7.91 to -2.55)

Age
<65 yr 7/908 46/909 et -4.35 (-5.91 t0 -2.79)
265 yr 1131 20/137 —_— ~13.93 (-20.07 to -7.80)

relative risk reduction, 89.1%, NNT 16 w T T

Fem:
Body-mass index

<25 1/209 9/207 —_— -3.88 (-6.83 to -0.94)
2510 <30 3458 28/466 — ~5.44 (-7.75 to -3.13)
- - 230 4/371 29/373 { o -6.85 (-9.82t0 -3.87)
Diabetes mellitus
'he viral load lower with at day 5 of M S
6/913 57/919 ——t -5.63 (-7.30 to -3.96)

No
Baseline SARS-CoV-2 serology status
-10.25 (-13.28 to -7.21)

Negative 7/487 58/505
-134 (-2.45 to -0.23)

treatment, adjusted mean difference of - -

monoclonal antibody treatment
Yes 170 2/69

_0 . 868 Iog 10 No 8/1039 66/1046 —————

Hammond et al NEJM 2021;
NSW Agency for Clinical Innovation  https://www.nejm.org/doi/full/10.1056/NEJMo0a2118542 ¥ @nswaci

-151 (-6.40t0 3.37)
-5.62 (-7.21 to -4.03)
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Contraindications

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.

https://www.tga.gov.au/media-release/tga-provisionally-approves-
two-oral-covid-19-treatments-molnupiravir-lagevrio-and-

. .. . . W @nswaci
nirmatrelvir-ritonavir-paxlovid @
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Contraindications

Nirmaltrevir-Ritonavir (PAXLOVID)

e not recommended in pregnancy or Il\-ls:lic::.al pr::ld.:ct tlalsts. . Medi:l::inal products wiﬂ:intu.:lasﬁ : _
breastfeeding, and in women of medicine : S
. . ) . pha 1-adrenorcceptor antagomist | alfuzosin
childbearing potential. It is Annginel_ olaine __
. nhar }"t mics armn rOne, Tiecamiie
recommended that sexually active Anticsneer neatin, yeneoe
. . . Anti-gout colchicine
women of childbearing potential Anipsychotis hssidone,clzapine
. Erpgot derivatives erFometring
u Se CO ntrace ptl O n . Liiid-mndifving agents si::nvastﬂt[n
IMG-CoA reductase inhibitors
* Not in severe renal disease Nonsetoidalanti-inlammatory | piroxican
i I Opioid analgesic pethidine
eG FR<30m|/m|n (dose redUCtlon P[I;ES 'mhibf‘mr avanafil, sildenafil, vardenafil, tadalafil
30_ 60 m |/m | n) Sedative/hypnotics diazepam

* Not is severe liver disease

NSW Agency for Clinical Innovation W @nswaci
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AntI-SARS-CoV-2
Monoclonal antibodies & antivirals

Expanding the model of care

Care in Community CoP | 10 February 2022
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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.qgov.au/covid-19/communities-of-practice

NSW Agency for Clinical Innovation L 4 @nswaci
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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).

“Immunaocompromised defined as per ATAGI guidance.

NSW Agency for Clinical Inflovation L 4 @nswaci



m Table 1. NSW-specific risk factors for high priority cohorts in adults

Risk factors that must be met for prescription of any of the four medications

e ‘Within & days of symptom onset AND
+« Mo 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 wvaccinated (i.e. has not completed their primary course of COVID-19 vaccination) OR
overdue for booster (as per ATAGI guidance) OR

— immunocompromised® AND

« Medicine-specific age and risk factors outlined below

Medication-specific risk factor/s

Sotrovimab

« Pregnant women in their second or third trimester OR

= Age = 65 years or =35 years if Aboriginal andfor Torres Strait Islander (excluding pregnant women)
AMD one of the following risk factors:

« Obesity (BMI = 30 kgim2)

s Severe cardiovascular disease (including hypertension)

e Severe chronic lung disease; including severe asthma (requiring a course of oral steroids in the previous 12 months),
COPD and interstitial lung disease

« Type 1or 2 diabetes mellitus
¢ Severe chronic kidney disease, including those that are on dialysis
e Severe chronic liver disease

¢ Immunocompromised®

NSW Agenc

W @nswaci
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Medicotion-specific risk factons

Hirmatrelvir plus ritonair
« Mon-pregnant odults who are aged = 65 years or =35 years it Aboriginal andfor Torres Strait slonder

AND one of the following risk foctors:
= Obesity (BMI = 30 kg/m2}
= Severe cordiovascoular disease (including hypertension)

= Severe chronic lung disease; induding severe asthma [requining o course of oral steroids in the previous 12 maonths),
COPD and imterstitial lung diseose

« Type 1 or 2 dinbetes mellitus
OR oged =18 years if immunocompromised®

Molnupiravir

= Mon-pregront adubts who ore oged = 65 yeors or =35 yeors if Aboriginal andfor Torres Strait Islander
ANMD one of the following risk foctors:

+ Obesity (BMI = 30 kgfm2)

« Severe ocordiovascular disease (induding hypertension)

« Severe chronic lung disease; incduding severe asthma (requiting o course of oml steroids in the previcus 12 months),
COPD and interstitiol lung disease

« Type 1 or 2 diobetes mellitus
* Severe chronic kidney disease, including those who are on dinlysis and unoble to receise monoclonol antibody treotrment

e Severe chronic liver disease

OR oged =18 years i immunocompromised*

NSW Agency for Clinical Innovation
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Table 2. NSW-specific risk factors for adolescents

Risk foctors that must be met for prescription in adolescents

= Aged 12 to 17 years AND
= ‘Waighing at least 40kg AMD
= Within & doys of symptom onset AND
= Mo oxyoen requirement due to COVID-19 AND
= Reduced immunity to COVID-19 by
= unvaccinated {i.e. received no doses of o COVID-19 voccination) OR
= partially vaceinated (e, only 1 dose of COVID-19 vaccine) OR
= immunocompromised (os per ATAGI guidance], irrespective of voocine status AND

= Medicotion-specific age and risk foctors outlined below

Medication-specific risk foctors

Sotrovimakb
AND at least fwo of the following risk foctors: ©

= Poediotric complex chronic condition [PCCC): congenital ond genetic, cordiowasoular, gostrointestinal, malignoncies, metabaolic
and neurcmusculor

&« [hnbetes [requiring medicotion) and pre-gestationol dinbetes (requinng medicotion) in pregnont somen

& Obesity (BMI = 95th centile for oge)

= Chronic kidney disease [GFR <15 mLfnin/1.73m2)

= Heart failure, or Congenital Heart Disease with persisting cyonosis or pulmonary hypertension

= Chronic obstructive lung disease {eq. chronic lung disease requiting mopgen, cystic fibrosis with reduced lung function)

= Severe asthma {in the past 12 months: 21 exocerbation requiring 1CU admission OR I treatment OR =2 hospital admissions
for asthmal)

In other exceptionol ciroumstonces, please discuss eligibdity with o poediotric infectious diseases specialist.

NSW Agency for Clinical Innovation ¥ @nswaci
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Figure 1. Decision pathway: outpatient suitability for monoclonal antibodies or oral antivirals

Patient meets eligibility criteria, as per M5W Health digital screening pathway

!

Is the patient on adolescent or pregnant in
thieir second or third trimester?

— & —

——\
Mo )

l

Will the patient have difficulty oocessing
an infusion dinic?

For example, due to poor mobilityFrailty,

ruralfremote location, residential
aged care focility (RACF) residents

SN

| MO

Consider monoclonal antibody
administration.

Sotrovimab odministrotion is the
only agent suitable in pregnancy
and adolescents

Consider oral antiviral agents
due to ease of administration

Patient is suitable for either monodonal antibody infusion or oral antiviral ogents.
Supply considerations may inform decision.

NSW Agency for Clinical Innovation
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NSW Agency for Clinical Innovation

Figure 3: Flowchart for administration of oral antivirals in adults with mild and moderate COVID-19

Patient meets eligiblity criteria (induding symptom onset within the timeframe)
without any contraindications specified in the relevent drug guideline

!

Prioritised cohorts in NSW

Prioritised cohorts in NSW

Acquired in high-risk settings, such as disability homes and RACFs
Aboriginal and Torres Strait Islander communities

Rural. regional and remote communities

Patients from metropolitan areas with large outbreaks

-

-

Nesocomial infection

-

Medication prescribed

Via:

GP network:

Through RACF pathways

Specialist physician in NSW Health setting (hospital inpatient,
outpatient clinic, care in community service, specialist services)

-

Medication collected by
patientfcarer or distributed
from allocated NSW Health

hospital pharmacy

!

-

Patient education and infermation must be provided at
dispensing

Patient information resources available via the CEC:
www cec health nsw gov.au/keep-patients-safe/

=, e =

-

Monitored throughout
treatment course

|

As triaged, following the NSW health digital screening pathway:
+ GF

Care in the community service

Self-managed

-

Monitored post-treatment
course

Fatients must be provided with information on what to do if they
experience an adverse event or clinical deterioration.

All odverse events must be reported via the TGA ot
www.tga.gov.aufeporting-problems.

NSW Health staff must repart adverse events via the lacal
incident manogement system.

-
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T + 61 2 9464 4666
F+ 6129464 4728

aci-info@health.nsw.gov.au
www.aci.health.nsw.gov.au
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