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A.27 Nirmatrelvir and ritonavir

MSF strongly supports the inclusion of nirmatrelzio-administered with ritonavir (nirmatrelvir-
ritonavir) in the WHO Model List of Essential Medies (EML).

Currently, there is no medicine included in the EMLthe treatment of patients with COVID-19.

Globally, as of 21 March 2023, there have been0/B26 confirmed cases of COVID-19, including
6879677 deaths, reported to WHO and a total 0f283401200 vaccine doses have been
administered

The 2023 WHO “Therapeutics and COVID-19: living deline” states that vaccination is having a
substantial impact on hospitalizations and deata imumber of high-income countries, but limitations
in global access to COVID-19 vaccines mean thatymaopulations remain vulnerable. Even in
vaccinated individuals, uncertainties remain abih@ duration of protection and effectiveness of
current vaccines — and the efficacy of existingtiments for COVID-19 — against emerging SARS-
CoV-2 variants and subvariants and resistance tootherapies. Therefore, there remains a need for
more effective treatments for COVID-A9and further evidence on oral antiviral combinattberapy

in the context of resistance.

Real life evidence from big cohort studies that ardivirals (notably Nirmatrelvir/ritonavir, alssome
evidence for molnupiravir) have a positive impattpreventing hospitalizations and/or deaths even
among those who have received COVID-19 vaccinkigh riské. In addition, there is some evidence
as well that some oral antivirals may decreaserigieof Long COVID (Post-COVID Conditiof)
Furthermore, the longer-term harms (including gexicity, emergence of resistance, emergence of
new variants) of many oral antiviral therapeutiesiain unknown in the absence of clinical evidence.

1 WHO Coronavirus (COVID-19) Dashboard - https:/idd®.who.int/

2 Therapeutics and COVID-19: living guideline, 13idary 2023. Geneva: World Health Organization; 202810 /2019-
nCoV/therapeutics/2023.1).

3https:/iwww.cdc.gov/mmwr/volumes/71/wr/mm7148e2.htm

https://www.thelancet.com/journals/laninf/articlB81473-3099(23)00011-7/fulltext
https://www.thelancet.com/journals/lancet/articlé®®140-6736(22)01586-0/fulltext
https://www.thelancet.com/journals/laninf/articlB81473-3099(23)00118-4/fulltext

4 https://jamanetwork.com/journals/jamainternalmeitfullarticle/2802878



Nirmatrelvir inhibits the SARS-CoV-2 protease, #lgy preventing cleavage of the viral polyprotein
which is needed for viral proteins to become fumwi. Inhibition of the protease renders the virus
unable to replicate. Nirmatrelvir is co-administemgith ritonavir, an HIV protease inhibitor, used i
this context to boost the pharmacokinetics of niredair but without exerting any direct antiviral
activity itself. Therefore, the combination shoblklconsidered as antiviral monotherapy?.

For patients with non-severe COVID-19 at highest of hospitalization, the WHO “Therapeutics and
COVID-19: living guideline” makes a strong recomrdation for treatment with nirmatrelvir-ritonavir.
People at highest risk of hospitalization includsple with older age, immunosuppression and/or
chronic diseases, with lack of COVID-19 vaccinatias an additional risk factor to consider. For
patients with non-severe COVID-19 at low risk ofspitalization the guideline suggests not to use
treatment with nirmatrelvir-ritonavir.

The recommended dose for nirmatrelvir-ritonavia iwvice-daily intake of 300 mg of nirmatrelvir co-
administered with 100 mg of ritonavir for 5 daysrmatrelvir-ritonavir should be administered as
soon as possible after onset of symptoms, idedtlyim5 days.

As a strong inhibitor of CYP3A4, ritonavir has tpetential to interact with several medicines.
Clinicians should review all medications and no¢ mgmatrelvir-ritonavir in patients with possible
dangerous drug interactions.

In January 2023, the Guideline Development Grougderan updated recommendation concerning the
use of nirmatrelvir-ritonavir in breastfeeding gor@égnant women with non-severe illness: given the
likely benefits and residual uncertainty regardumgdesirable effects, a fully informed decision-
making between mother and health care providerldhdetermine the use or non-use of nirmatrelvir-
ritonavir in women with non-severe COVID-192,

Nirmatrelvir-ritonavir has received an US Food andug Administration (FDA) Emergency Use
Authorization for the treatment of adults and petigpatients (12 years of age and older weighing a
least 40 kg) with a current diagnosis of mild-togdemte COVID-19 and who are at high risk for
progression to severe COVID-19, including hospitgtion or death Recently, the FDA Advisory
Committee has recommended full approval; the filegiision will happen in May 2023

The conclusion of the Guideline Development Graaphiat in patients with non-severe COVID-19,
nirmatrelvir-ritonavir likely reduces admission twospital. It may have little or no impact on
mortality. There are no data reported for time ymgtom resolution or mechanical ventilation.
Nirmatrelvir-ritonavir represents a superior chobeeause it may have greater efficacy in preventing
hospitalization than the alternatives; has fewarceons with respect to harms than does molnupiravir
and is easier to administer than intravenous reividesid antibodies.

5 Food and Drug Administration. Fact sheet for teate providers: Emergency Use Authorization fod®ad. 2022.
https://www.fda.gov/media/155050/download

6 https://www.pfizer.com/news/press-release/pretesmse-detail/fda-advisory-committee-votes-suppavibfable-benefit-risk



Currently, nirmatrelvir-ritonavir is provided comne&lly by the patent holder (Pfizer). In March
2022, the Medicines Patent Pool announced thatag kigned agreements with 35 generic
manufacturing companies to produce low-cost, genersions of nirmatrelvir in combination with
ritonavir for supply in 95 low- and-middle-incomeuntries. MSF would like to emphasize that the
agreements signed between the Medicines Patentad®doB5 manufacturers to produce and supply
nirmatrelvir/ritonavir are a welcome step, but #igned agreement only covers 53 percent of the
world’s population and excludes millions of peopleniddle-income countries. Most Latin American
countries, including Brazil, are left out of thisal, as well as other middle-income countries, agh
China, Malaysia and Thailand — this will have alcig effect on the availability of more affordable
generic versions of the drug produced under thenbe if Pfizer is granted patents in those coesitri

Two generics has been already WHO prequalifieds e in the prequalification pipeline and the
ACT-Accelerator Transition Plan is in place to paiegeneric product availability (expected early
2023).

MSF would like to highlight that the EMLc is inteadl for use for children up to and including 12
years of age. The application states that the @ador inclusion relates to both the WHO ModeltLis
of Essential Medicines and the WHO Model List of&#tial Medicines for Children, but highlights
that nirmatrelvir-ritonavir should only be usedahildrenover 12 years old and that its use is not
recommended in children below 12 years.

In the light on these elements, MSF urges the ZEpert Committee on the Selection and Use of
Essential Medicines to include nirmatrelvir-ritoimam the WHO Model List of Essential Medicines
and recommends that the Expert Committee evalbhatbénefits and the risks of nirmatrelvir-ritonavir
in the perspective of its inclusion in WHO Modektof Essential Medicines for Children.
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7 https://msfaccess.org/msf-responds-medicines-patasi-deal-35-manufacturers-produce-covid-19-treatt
https://msfaccess.org/latin-america-how-patentsiaedsing-hinder-access-covid-19-treatments



