
1PFIZER CONFIDENTIAL & PROPRIETARY 1PFIZER CONFIDENTIAL & PROPRIETARYFicha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

PAXLOVID®

Nirmatrelvir; ritonavir

EM
-E

SP
-C

PI
-0

06
4 

Ju
ni

o2
02

3

Paloma Abad González

Departamento Médico Pfizer Hospitales

paloma.abad@pfizer.com

645133872

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
mailto:paloma.abad@pfizer.com


2PFIZER CONFIDENTIAL & PROPRIETARY

Disclaimer
Esta presentación puede contener información relativa a productos de Pfizer, no incluida en la Ficha
Técnica local aprobada, o información sobre productos de Pfizer no comercializados. Asimismo, puede
incluir información sobre medicamentos en desarrollo.

Esta información se proporciona en respuesta a una petición de un profesional sanitario y se considera
veraz, precisa, equilibrada, imparcial y no engañosa. Es apoyada por los datos científicos pertinentes,
incluidos datos de seguridad, y ha sido elaborada para responder a una pregunta específica; no se trata
de promoción.

Los empleados de Pfizer tienen la obligación de documentar la solicitud de esta reunión y de comunicar
información relevante.
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AVISO LEGAL 
“La intervención del Departamento Médico de Pfizer en esta Sesión se limita 

a divulgar la información científica disponible sobre Paxlovid® a 
requerimiento de este Hospital.”
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https://www.who.int/news/item/05-05-2023-statement-on-the-fifteenth-meeting-of-the-international-health-regulations-(2005)-emergency-committee-regarding-the-coronavirus-disease-(covid-19)-pandemic . Acceso Mayo 2023; 
From emergency response to long-term COVID-19 disease management: sustaining gains made during the COVID-19 pandemic (who.int). Acceso Mayo 2023

https://www.who.int/publications/i/item/WHO-WHE-SPP-2023.1
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From emergency response to long-term COVID-19 disease management: sustaining gains made during the COVID-19 pandemic (who.int). Acceso Mayo 2023

https://www.who.int/publications/i/item/WHO-WHE-SPP-2023.1
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Defining High Risk Treating Patients 
at High Risk Summary

Los pacientes pueden progresar hacia la COVID-19 grave en una
semana tras el inicio de los síntomas1,2

Severe illness develops 
~1 week 

after symptom onset1

ICU, intensive care unit. 
1. World Health Organization. Report of the WHO-China Joint Mission on Coronavirus Disease 2019 (COVID-19). Available at https://www.who.int/docs/default-source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf. 
Accessed: May 2023; 2. Cevik M, et al. Virology, transmission, and pathogenesis of SARS-CoV-2  BMJ 2020;371:m3862.

Time from symptom onset 
to death ranges from 

2–8 weeks1

Source: Cevik, et al. 20202
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https://www.who.int/docs/default-source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf
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Defining High Risk Treating Patients 
at High Risk Summary

Aunque cualquiera puede verse afectado, hay factores de riesgo que 
predisponen a la progresión hacia la COVID-19 grave1–3

• Anyone can get COVID-19 and become seriously ill or die at any age1

• Certain risk factors elevate a person’s risk of progression to severe COVID-191–3

ARDS, acute respiratory distress syndrome; ICU, intensive care unit; LTCF, long-term care facility.
1. World Health Organization. COVID-19 symptoms and severity. Available at: https://www.who.int/westernpacific/emergencies/covid-19/information/asymptomatic-covid-19 . Accessed: March 2023; 2. Centers for Disease Control and Prevention. 
Underlying Medical Conditions Associated with Higher Risk for Severe COVID-19: Information for Healthcare Professionals. Available at: https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html. Accessed: March 2023; 
3. European Centre for Disease Prevention and Control. Risk factors and risk groups. Available at: https://www.ecdc.europa.eu/en/covid-19/latest-evidence/risk-factors-risk-groups. Accessed: March 2023; 4. Fang W, et al. Aging (Albany 
NY). 2020;12(13):12493–12503; 5. Zong Z, et al. Molecular Cancer. 2021;20:76.

Age1–3 Race & ethnicity2 Certain underlying 
conditions1–3

Death risk ratio 
increases with 

number of 
comorbid 

conditions2
Barriers to accessing 
healthcare support are 
more common in 
certain ethnic and racial 
minority groups

Male sex3 Residents of LTCFs3

People from racial and ethnic 
minority groups are more likely 

to experience severe COVID-19 
at younger ages

The strongest risk factor2 Male sex was associated with 
a higher risk of death, ARDS, 

admission to ICU, invasive 
ventilation, and cardiac 

abnormality in a meta-analysis 
of 61 studies4

Androgens may play a role in 
COVID-19 severity and 

progression5

Residents of LTCFs are a 
vulnerable group associated 

with increased age and 
underlying health conditions

LTCFs are relatively closed and 
high-occupancy settings; 

COVID-19 outbreaks have 
spread rapidly, with high case 

fatality rates
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Risk of severe 
outcomes is 
increased in 

people who are 
≥50 years; risk 
increases with 

age2
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https://www.who.int/westernpacific/emergencies/covid-19/information/asymptomatic-covid-19
https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html
https://www.ecdc.europa.eu/en/covid-19/latest-evidence/risk-factors-risk-groups
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La edad y las comorbilidades juegan un papel esencial en la progresión
hacia la COVID-19 grave 

These data are based on multivariable generalized linear model analyses of more than 540,000 individuals.
COPD, chronic obstructive pulmonary disease; RR, risk ratio.
CDC. Underlying Medical Conditions Associated with Higher Risk for Severe COVID-19: Information for Healthcare Professionals https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html (Accessed May 2023).

https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html
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Defining High Risk Treating Patients 
at High Risk Summary

Numerosas condiciones médicas están asociadas a un incremento en el
riesgo de progresión hacia la COVID-19 grave

1. Centers for Disease Control and Prevention. Underlying Medical Conditions Associated with Higher Risk for Severe COVID-19: Information for Healthcare Professionals. Available at: https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-
care/underlyingconditions.html . Accessed: May 2023; 2. European Centre for Disease Prevention and Control. Risk factors and risk groups. Available at: https://www.ecdc.europa.eu/en/covid-19/latest-evidence/risk-factors-risk-groups. 
Accessed: May 2023.

Non-exhaustive list of medical conditions associated with increased risk of progression to severe COVID-191,2

Cardiovascular disease

Chronic kidney disease

Chronic lung disease

Diabetes

Cancer

Immunocompromised

Obesity

Neurological conditions

https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html
https://www.ecdc.europa.eu/en/covid-19/latest-evidence/risk-factors-risk-groups
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Treating Patients 
at High Risk

La detección y tratamiento tempranos de la COVID-19 son esenciales para 
prevenir la enfermedad grave1–5

1. World Health Organization. Report of the WHO-China Joint Mission on Coronavirus Disease 2019 (COVID-19). Available at https://www.who.int/docs/default-source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf. Accessed: May 
2023; 2. Cevik M, et al. Virology, transmission, and pathogenesis of SARS-CoV-2 BMJ 2020;371:m3862; 3. Jakob CEM, et al. Infection 2022;50:359–70; 4. Centers for Disease Control and Prevention. COVID-19 Treatments and Medications. 
Available at: https://www.cdc.gov/coronavirus/2019-ncov/your-health/treatments-for-severe-illness.html. Accessed: May 2023; 5. Kim PS et al. Therapy for Early COVID-19 A Critical Need JAMA 2020;324(21):2149–50.

Patients can progress to 
severe COVID-19 within 

1 week of symptom 
onset1,2

Symptoms can 
deteriorate within hours
of hospital admission3

Effective and early 
COVID-19 treatment will:5

• Prevent 
hospitalisation and 
chronic sequelae

• Improve patient 
outcomes

• Help curb disease 
transmission

Identifying patients at an 
early stage is of 

paramount importance 
in decision-making 
regarding follow-up, 
hospitalisation and 

treatment3

Treatment must be 
started within days 
after first developing 

symptoms to be 
effective4

https://www.who.int/docs/default-source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf
https://www.cdc.gov/coronavirus/2019-ncov/your-health/treatments-for-severe-illness.html
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Long COVID?3

Infection with
SARS-CoV-2

Severe illness
hospitalisation1

Recovery

Recovery

Death4

Long COVID?3

High levels of 
healthcare 

resource utilisation2

SARS-CoV-2 infection can have a serious impact on patients and healthcare systems1,2

Early intervention minimises the potential for adverse outcomes5

Patients with underlying 
medical conditions 

are at a higher 
risk of developing 
severe COVID-191

Carga de la enfermedad

1. CDC. COVID-19 People with Certain Medical Conditions. Available at: www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.html (Accessed May 2023); 2. WHO. COVID-19 significantly impacts
health services for noncommunicable diseases. Available at: www.who.int/news/item/01-06-2020-covid-19-significantly-impacts-health-services-for-noncommunicable-diseases (Accessed May 2023); 3. Ayoubkhani D, et al. Post-covid
syndrome in individuals admitted to hospital with covid-19: retrospective cohort study. BMJ 2021;372:n693; 4. Estiri H, et al. Individualized prediction of COVID-19 adverse outcomes with MLHO. Sci Rep 2021;11:5322; 5. Goyal DK, et al.
Early intervention likely improves mortality in COVID-19 infection. Clin Med 2020;20(3):248–50; 6. WHO-China. Report of the WHO-China Joint Mission on Coronavirus Disease 2019 (COVID-19) 2020: www.who.int/docs/default-
source/coronaviruse/who-china-joint-mission-on-covid-19-final-report.pdf (Accessed May 2023); 7. Logue JK, et al. Sequelae in Adults at 6 Months After COVID-19 Infection. JAMA Netw Open 2021;4(2):e210830; 8. Wu Z, et al.
Characteristics of and Important Lessons From the Coronavirus Disease 2019 (COVID-19) Outbreak in China. JAMA 2020;323(13):1239–42; 9. . Di Fusco M, et al. Health outcomes and economic burden of hospitalized COVID-19 patients in
the United States. J Med Econ 2021;24(1):308–17; 6. CDC. People with Certain Medical Conditions: www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.html (Accessed May 2023).

At least one persistent symptom: 33%7Approx. 14 days post symptom onset6

At least one persistent symptom: 31%7

Overall COVID-19 case-fatality rate: 2.3%8

Hospital case-fatality rate: 13.6%9

http://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.html
http://www.who.int/news/item/01-06-2020-covid-19-significantly-impacts-health-services-for-noncommunicable-diseases
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Recomendaciones Guías para COVID-19 leve - moderado

World Health Organization

Nirmatrelvir/ 
ritonavir

Molnupiravir

Sotrovimab

Remdesivir 
(intravenoso)

• Weak or conditional recommendation 
in favour

• Mitigation strategies to reduce potential harms 
should be implemented

• Strong recommendation in favour

For those w
ith highest risk 

of hospital adm
ission

• Weak or conditional recommendation in 
favour

• Strong recommendation against
• New evidence has demonstrated that in vitro 

neutralisation of currently circulating SARS-CoV-2 
variants is diminished

Figura creada a partir de BMJ. Living WHO Guideline on Drugs for COVID-19: www.bmj.com/content/370/bmj.m3379. (Accessed June 2023).

Recomendaciones SEIMC

Tabla extraída de Recomendaciones SEIMC para el manejo clínico de pacientes con COVID-19 – SEIMC – COVID-19. (Accesed June 2023)

http://www.bmj.com/content/370/bmj.m3379
https://covid19.seimc.org/index.php/recomendaciones-seimc-para-el-manejo-clinico-de-pacientes-con-covid-19/
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¿Qué es PAXLOVID?

1. Owen DR, et al. An oral SARS-CoV-2 M pro inhibitor clinical candidate for the treatment of COVID-19. Science 2021. 2021 Dec 24;374(6575):1586-1593. 
2. NORVIR Prescribing Information. Available from: FICHA TECNICA NORVIR 100 mg COMPRIMIDOS RECUBIERTOS CON PELICULA (aemps.es) Accessed Mayo 2023; 
3. Cooper, CL et al. A review of low-dose ritonavir in protease inhibitor combination therapy. Clin Infect Dis 2003;36(12):1585–92.
4. Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Indicado para el tratamiento oral de la enfermedad por COVID 19 en adultos (18 años de edad y mayores) que no 

requieren aporte de oxígeno suplementario y que tienen un riesgo alto de progresar a COVID 19 grave4

Nirmatrelvir
(PF-07321332)1

Inhibidor de la 
proteasa1

Ritonavir2-3

Antiretroviral.
Potenciador 

farmacocinético2-3

https://cima.aemps.es/cima/dochtml/ft/96016005/FT_96016005.html
https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Eastman RT, et al. Remdesivir: A Review of Its Discovery and Development Leading to Emergency Use 
Authorization for Treatment of COVID-19. ACS Central Science. 2020;6:672–83

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Owen DR, et al. An oral SARS-CoV-2 M pro inhibitor clinical candidate for the 
treatment of COVID-19. Science 2021. 2021 Dec 24;374(6575):1586-1593. 

Nirmatrelvir Inhibe la Proteólisis de SARS-CoV-2

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf


PFIZER CONFIDENTIAL & PROPRIETARY 15

Co-administración de Nirmatrelvir con ritonavir (RTV)

Cmax, maximum concentration; CYP, cytochrome P450; EC90, 90% effective concentration; NOAEL, no observed adverse effect level; PK, pharmacokinetic; q12h, every 12 hours. 
1. Cooper, CL et al. A review of low-dose ritonavir in protease inhibitor combination therapy. Clin Infect Dis 2003;36(12):1585–92; 2. Owen DR, et al. An oral SARS-CoV-2 M pro inhibitor clinical candidate for the treatment of 
COVID-19. Science 2021. 2021 Dec 24;374(6575):1586-1593. 

Ritonavir as a PK enhancer
• RTV enhances the bioavailability of PF-07321332 by

slowing its metabolism by CYP3A41

• RTV (100 mg q12hr) is not expected to 
have any antiviral activity against SARS-CoV-22

Graph to illustrate PK Enhancer Concept 
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Eficacia in vitro de nirmatrelvir frente a la variante Ómicron

Greasley SE, et al. Structural basis for Nirmatrelvir in vitro efficacy against SARS-CoV-2 Variants J Biol Chem 2022;298(6):101972.

Antiviral Activity in VeroE6-GFP Cells

Adapted from: Vangeel L, et al. Antiviral Research 2022;198:105252.

• Nirmatrelvir potently inhibited both wild-type and mutated Mpro

with a mean Ki (ability to bind to an enzyme) of 0.933 nM and 
0.635 nM, respectively (P=0.07; not significantly different)

• Comparison of the SARS-CoV-2 Omicron P132H Mpro crystal 
structure with the wild-type Mpro shows that the binding mode 
of nirmatrelvir is the same in both structures

• This study demonstrated the in vitro inhibitory activity of 
nirmatrelvir against the Omicron variant Mpro, and 
indicates the structural basis for the retention of in vitro
potency against the mutant protein

• These data suggest that nirmatrelvir/ritonavir has 
the potential to maintain plasma concentrations of 
nirmatrelvir many-fold times higher than the amount 
required to stop the SARS-CoV-2 variant, Omicron, 
from replicating in cells

• The study also reports on methods for assessing activity 
against future variants with mutated Mpro
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PAXLOVID ®: 
Desarrollo clínico
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Hammond J et al. Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults with Covid-19. Covid-19  N Engl J Med 2022 Apr 14;386(15):1397-1408. 

EPIC-HR
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● ≥18 years of age
● Confirmed SARS-CoV-2 infection as determined by RT-PCR within 5 days prior to randomisation
● Initial onset of COVID-19 signs / symptoms within 5 days prior to the day of randomisation
● At least ≥1 COVID-19 signs / symptoms present at time of study entry
● Participant has ≥1 condition or characteristic that is associated with an increased risk of developing severe COVID-19:

EPIC-HR: criterios de inclusión

RT-PCR, reverse-transcription polymerase chain reaction.

Conditions associated with increased risk of severe COVID-19
• ≥60 years of age
• BMI >25 kg/m²
• Cigarette smoking
• Immunosuppressive disease (including HIV infection with 

CD4 cell count <200 mm3 and viral load <400 copies/mL) or 
prolonged iatrogenic immunosuppression

• Chronic lung disease
• Cardiovascular disease

• Kidney disease
• Sickle cell disease
• Hypertension
• Diabetes
• Cancer
• Neurodevelopmental disorders or other medically complex 

conditions
• Medical-related technological dependence

Hammond J et al. Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults with Covid-19. Covid-19  N Engl J Med 2022 Apr 14;386(15):1397-1408. 



PFIZER CONFIDENTIAL & PROPRIETARY 33

EPIC-HR: Resultados y conclusiones

Treatment with nirmatrelvir plus ritonavir early in Covid-19 illness can decrease progression to severe disease
and quickly reduce SARS-CoV-2 viral load

Hammond J et al. Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults with Covid-19. Covid-19  N Engl J Med 2022 Apr 14;386(15):1397-1408. 

Efficacy of oral administration of nirmatrelvir (300 mg) with ritonavir (100 mg) every 12 hours for 5 days: 

COVID-19 hospitalization 
or death from any cause

88.9% 
RRR

Treatment 3 days 
after symptom onset

Treatment 5 days 
after symptom onset

87.8% 
RRR

0 deaths in treatment group
vs.

13 deaths in placebo group

• Age
• Sex
• Race
• BMI 

• Baseline serology status
• Viral load
• Coexisting conditions
• Number of coexisting conditions at baseline

Efficacy was supported by subgroup analyses regardless of 

Treatment with nirmatrelvir plus ritonavir was also
associated with an additional reduction in
SARSCoV-2 viral load at day 5, by a factor of 10,
as compared with placebo.

Dysgeusia, diarrhea, and vomiting were the most
frequent adverse events occurring more often in
recipients of nirmatrelvir plus ritonavir.
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Hammond J et al. Sustained Alleviation and Resolution of Targeted COVID-19 Symptoms With Nirmatrelvir/Ritonavir Versus Placebo Presented at IDWeek 2022; October 19–23, 2022; Washington, DC, USA 
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786 - Effect of Nirmatrelvir/Ritonavir versus Placebo on COVID-19─Related Hospitalizations 
and Other Medical Visits

Hammond J et al. Effect of Nirmatrelvir/Ritonavir versus Placebo on COVID-19─Related Hospitalizations and Other Medical Visits. Presented at IDWeek 2022; October 19–23, 2022; Washington, DC, USA 

• This presentation includes additional reporting of secondary endpoints from EPIC-HR including mortality through Week 24 and overall COVID-
19–related healthcare utilization

• Analyses reported are from the modified intent-to-treat 1 (mITT1) population*
• Results: no patients who received nirmatrelvir/ritonavir died through Week 24, compared with 15 deaths in the placebo group (100% RRR in all 

cause mortality through Week 24)
• Fewer hospitalizations were reported among those who received nirmatrelvir/ritonavir compared with placebo (Figure A)

o No patients in the nirmatrelvir/ritonavir group and nine patients in the placebo group were admitted to the ICU
o Mean days of hospitalization per 100 patients was significantly reduced among nirmatrelvir/ritonavir treated patients

Jennifer Hammond, PhD, reported additional secondary endpoints from the EPIC-HR trial

*Had ≥1 postbaseline visit through Day 28, were treated within 5 days of COVID-19 symptom onset, and at baseline did not and were not expected to receive COVID-19 therapeutic mAb treatment.
ICU, intensive care unit; mAb, monoclonal antibody; RRR, relative risk reduction

A.
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Key Messages
• Results, continued:
• Through Day 34, fewer patients in the nirmatrelvir/ritonavir group reported COVID-19–related medical visits compared to placebo 

(Figure B)
o 2.2% (23/1039) with nirmatrelvir/ritonavir and 8.1% (85/1046) of patients who received placebo reported any COVID-19–related 

medical visit, corresponding to a 73% RRR (p<0.0001) with treatment

Jennifer Hammond, PhD, reported additional secondary endpoints from the EPIC-HR trial

B.

*Had ≥1 postbaseline visit through Day 28, were treated within 5 days of COVID-19 symptom onset, and at baseline did not and were not expected to receive COVID-19 therapeutic mAb treatment.
ICU, intensive care unit; mAb, monoclonal antibody; RRR, relative risk reduction

786 - Effect of Nirmatrelvir/Ritonavir versus Placebo on COVID-19─Related Hospitalizations and 
Other Medical Visits

Hammond J et al. Effect of Nirmatrelvir/Ritonavir versus Placebo on COVID-19─Related Hospitalizations and Other Medical Visits. Presented at IDWeek 2022; October 19–23, 2022; Washington, DC, USA 
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PAXLOVID®

(Nirmatrelvir; Ritonavir)
RWD

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

The following slides describe several real-world evidence studies conducted 
by third parties; they summarize sections of the studies, and should not be 
relied upon when making clinical decisions.

Pfizer did not sponsor and was not involved with any of these studies, 
including (without limitation) the design, execution, analysis or publication.

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Arbel R et al. Nirmatrelvir Use and Severe Covid-19 Outcomes during the Omicron Surge. N Engl J Med. 2022 Sep 1;387(9):790-798
Ganatra et al. Oral Nirmatrelvir and Ritonavir in Nonhospitalized Vaccinated Patients With Coronavirus Disease 2019 (COVID-19). Clin Infect Dis. 2023 Feb 18;76(4):563-572.
Shah MM, Joyce B, Plumb ID, et al. Paxlovid Associated with Decreased Hospitalization Rate Among Adults with COVID-19 — United States, April–September 2022. MMWR Morb Mortal Wkly Rep. December 2, 2022 / 71(48);1531–1537
Kaboré et et al. Real-World Effectiveness of Nirmatrelvir/Ritonavir on Covid-19-Associated Hospitalization Prevention: A Population-Based Cohort Study in the Province of Québec, Canada, Clinical Infectious Diseases, 2023;, ciad287
Lewnard JA. et al. 2023. Effectiveness of nirmatrelvir–ritonavir in preventing hospital admissions and deaths in people with COVID-19: a cohort study in a large US health-care system. Lancet Infect Dis. 2023 Mar 15; S1473-3099(23)00118-4. (*Nirmatrelvir/
ritonavir en la Union Europea no dispone de autorización en niños)
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Lewnard JA. et al. 2023. Effectiveness of nirmatrelvir–ritonavir in preventing hospital admissions and deaths in people with COVID-19: a cohort study in a large US health-care system. Lancet Infect Dis. 2023 Mar 15;
S1473-3099(23)00118-4.
*Nirmatrelvir/ ritonavir en la Union Europea no dispone de autorización en niños 



50

PAXLOVID reduce el riesgo de hospitalización o muerte a los 30 días

CI, confidence interval; ICU, intensive care unit.

Lewnard JA. et al. 2023. Effectiveness of nirmatrelvir–ritonavir in preventing hospital admissions and deaths in people with COVID-19: a cohort study in a large US health-care system. Lancet Infect Dis. 2023 Mar 15; S1473-
3099(23)00118-4.

50

Receipt of nirmatrelvir–ritonavir within 5 days of symptom onset had an estimated effectiveness of 79.6%
(95% CI 33.9–93.8; P=0.0080) against progression to hospital admission or death due to any cause within 30 days.

Effectiveness  of PAXLOVID in preventing progression to severe disease endpoints

Discordant sets
Estimated effectiveness

(95% CI)
P value

(two-sided)Outcome observed for recipient, non-
recipient censored (n)

Outcome observed for non-recipient, 
recipient censored (n)

All-cause hospital admission or death (within 30 days of positive SARS-CoV-2 test)

Within 5 days of symptom onset 8 11 79.6% (33.9–93.8) 0.0080

Any time (regardless of symptoms) 26 23 53.6% (6.6–77.0) 0.031

All-cause ICU admission, mechanical ventilation, or death (within 60 days of positive SARS-CoV-2 test)

Within 5 days of symptom onset 2 7 89.2% (-25.0–99.3) 0.075

Any time (regardless of symptoms) 10 11 84.1% (18.8–96.9) 0.027
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Xie Y, et al. Association of Treatment With Nirmatrelvir and the Risk of Post–COVID-19 Condition. JAMA Intern Med. Published online 23 March 2023. doi:10.1001/jamainternmed.2023.0743

Nirmatrelvir/ ritonavir no tiene indicación aprobada para el tratamiento de long COVID. Esta información se presenta como respuesta a la solicitud expresa del profesional sanitario 
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*Outcomes were ascertained 30 days after the SARS-CoV-2 positive test result until the end of follow-up. Adjusted hazard ratios and 95% CIs are presented. Absolute risk reduction of nirmatrelvir compared with the control group 
per 100 persons at 180 days and associated 95% CIs were estimated based on the difference of survival probability in the nirmatrelvir group compared with the control group. 
†Risk factors included being older than 60 years, a BMI of >25, current smoker, cancer, cardiovascular disease, kidney disease, chronic lung disease, diabetes, immune dysfunction, and hypertension.
BMI=body mass index; d=days.

Long COVID

Death

Hospitalization

Death or 
hospitalization

Among patients with SARS-CoV-2 infection and ≥1 risk factor for progression to severe illness,† treatment with 
nirmatrelvir within 5 days of a positive SARS-CoV-2 test reduced the risk of long COVID by 26%, post-acute death 

by 47%, and post–acute hospitalization by 24% compared with no treatment.

US, cohort study (Department of Veterans Affairs), 3 January–31 December 2022

Risk reduction of outcomes with nirmatrelvir (n=35,717) vs no-treatment control group (n=246,076)*

Xie Y, et al. Association of Treatment With Nirmatrelvir and the Risk of Post–COVID-19 Condition. JAMA Intern Med. Published online 23 March 2023. doi:10.1001/jamainternmed.2023.0743

Nirmatrelvir y las secuelas post–agudas del long COVID

Nirmatrelvir/ ritonavir no tiene indicación aprobada para el tratamiento de long COVID. Esta información se presenta como respuesta a la solicitud expresa del profesional sanitario 
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*Outcomes were ascertained 30 days after the SARS-CoV-2 positive test result until the end of follow-up. Adjusted hazard ratios and 95% CIs are presented. Absolute risk reduction of nirmatrelvir compared with the control group per 100 
persons at 180 days and associated 95% CIs were estimated based on the difference of survival probability in the nirmatrelvir group compared with the control group.

Compared with no treatment, nirmatrelvir was associated with reduced risk of 10 of the 13 prespecified post–acute sequelae evaluated, including sequelae in the 
cardiovascular system, coagulation and hematologic disorders, fatigue 

and malaise, liver disease, acute kidney disease, muscle pain, neurologic system, and shortness of breath.

Risk reduction for individual post–acute sequelae with nirmatrelvir (n=35,717) vs no-treatment control group (n=246,076)*

Xie Y, et al. Association of Treatment With Nirmatrelvir and the Risk of Post–COVID-19 Condition. JAMA Intern Med. Published online 23 March 2023. doi:10.1001/jamainternmed.2023.0743

Nirmatrelvir/ ritonavir no tiene indicación aprobada para el tratamiento de long COVID. Esta información se presenta como respuesta a la solicitud expresa del profesional sanitario 

Nirmatrelvir y las secuelas post–agudas del long COVID
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PAXLOVID®

(Nirmatrelvir; Ritonavir): 
Información Relevante
Ficha Técnica 

Este medicamento está sujeto a seguimiento adicional, lo que agilizará la detección de nueva información sobre su seguridad. Se invita a los profesionales sanitarios a notificar las sospechas de reacciones adversas

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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• 300 mg de nirmatrelvir (dos comprimidos de color rosa de 150 mg)
con 100 mg de ritonavir (un comprimido de color blanco de 100 mg),
tomados todos juntos cada 12 horas durante 5 días.

• Paxlovid se debe administrar lo antes posible tras el diagnóstico de
COVID-19 y dentro de los 5 días posteriores al inicio de los síntomas

• Si el paciente olvida una dosis de Paxlovid y está dentro de las 8 horas
posteriores a la hora en que lo toma normalmente, el paciente debe
tomarla lo antes posible y reanudar la pauta posológica normal. Si el
paciente olvida una dosis y han pasado más de 8 horas, el paciente no
debe tomar la dosis olvidada y, en su lugar, debe tomar la siguiente dosis
a la hora programada habitual. El paciente no debe tomar una dosis doble
para compensar la dosis olvidada.

• Paxlovid se puede tomar con o sin alimentos. Los comprimidos se
deben tragar enteros y no se deben masticar, partir ni triturar, ya que
no hay datos disponibles actualmente.

Paxlovid: Indicación terapéutica y Posología

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Creado a partir de Ficha Técnica de Paxlovid 

Paxlovid está indicado para el tratamiento de la enfermedad por coronavirus 2019 (COVID 19) en adultos (18 años de edad y 
mayores) que no requieren aporte de oxígeno suplementario y que tienen un riesgo alto de progresar a COVID 19 grave

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Poblaciones especiales

• Insuficiencia renal leve (eGRF ≥ 60 ml/min a <90 ml/min): no es necesario ajustar la dosis.

• Insuficiencia renal moderada (eGRF ≥ 30 a <60 ml/min): la dosis de Paxlovid se debe reducir a nirmatrelvir/ritonavir 150 mg/100 mg cada 12 horas durante 5 
días (sólo tienen que tomar un comprimido de color rosa de nirmatrelvir con 1 comprimido de color blanco de ritonavir cada 12 horas).

• Insuficiencia renal grave (eGRF <30 ml/min, incluyendo pacientes con una insuficiencia renal en fase terminal sometidos a hemodiálisis): Paxlovid no debe 
de ser utilizado.
No hay datos clínicos disponibles en pacientes con insuficiencia renal grave (incluidos pacientes con ESRD). En base a los datos farmacocinéticos (ver sección 
5.2), el uso de Paxlovid en pacientes con insuficiencia renal grave podría dar lugar a una sobreexposición con una potencial toxicidad.

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Creado a partir de Ficha Técnica de Paxlovid 

Insuficiencia renal

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Poblaciones especiales 

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

• Insuficiencia hepática leve (Child-Pugh Clase A) o moderada (Child-Pugh Clase B): No es necesario ajustar la dosis de Paxlovid

• Insuficiencia hepática grave: No se recomienda Paxlovid en pacientes con insuficiencia hepática grave. Paxlovid no debe ser utilizado 
en pacientes con insuficiencia hepática grave (Child-Pugh Clase C)

Insuficiencia hepática

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Poblaciones especiales 

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Mujeres en edad fértil

No existen datos sobre el uso de Paxlovid en mujeres embarazadas que permitan dar información sobre
el riesgo de presentar problemas en el desarrollo relacionados con el medicamento; las mujeres en edad
fértil deben evitar quedarse embarazadas durante el tratamiento con Paxlovid y, como medida de
precaución, hasta 7 días después de finalizar el tratamiento con Paxlovid.

Fertilidad
No hay datos en humanos sobre el efecto de Paxlovid (nirmatrelvir y ritonavir) ni ritonavir sólo en la
fertilidad. Ni Nirmatrelvir ni ritonavir, evaluados separadamente, causaron efectos sobre la fertilidad en
ratas.

Embarazo

Hay datos limitados relativos el uso de Paxlovid en mujeres embarazadas.

No se recomienda Paxlovid durante el embarazo y en mujeres en edad fértil que no utilicen métodos
anticonceptivos a menos que su condición clínica requiera tratamiento con Paxlovid.

Lactancia Debe interrumpirse la lactancia durante el tratamiento con Paxlovid y, como medida de precaución,
hasta 7 días después de finalizar el tratamiento con Paxlovid.

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Reacciones adversas

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

• Las reacciones adversas más comunes notificadas durante el tratamiento con Paxlovid (nirmatrelvir /ritonavir 300 mg/100 mg) cada
12 horas durante 5 días y durante 34 días tras la última dosis fueron disgeusia (5,6 %), diarrea (3,1 %), cefalea (1,4 %) y vómitos
(1,1 %).

Resumen del perfil de seguridad

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Reacciones adversas

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Advertencias y precauciones especiales de empleo 

Riesgo de reacciones adversas graves debido a interacciones con otros medicamentos

El manejo de las interacciones farmacológicas (DDIs, por sus siglas en inglés) en pacientes con COVID-19 de alto riesgo que reciben múltiples 
medicamentos concomitantes puede ser compleja y requiere una comprensión profunda de la naturaleza y la magnitud de la interacción con todos los 
medicamentos concomitantes. En ciertos pacientes, se debe considerar un enfoque multidisciplinar (p. ej., en el que participen médicos y especialistas en 
farmacología clínica) para el manejo de las DDIs, especialmente si se suspenden los medicamentos concomitantes, se reduce su dosis o si es necesario 
vigilar los efectos secundarios.

Efectos de Paxlovid sobre otros medicamentos
• El inicio del tratamiento con Paxlovid, un inhibidor del CYP3A, en pacientes que reciben medicamentos metabolizados por el CYP3A o el inicio 

del tratamiento con medicamentos metabolizados por el CYP3A en pacientes que ya reciben Paxlovid puede aumentar las concentraciones 
plasmáticas de medicamentos metabolizados por el CYP3A (ver sección 4.5).

Efectos de otros medicamentos sobre Paxlovid
• El inicio del tratamiento con medicamentos que inhiben o inducen el CYP3A puede aumentar o disminuir las concentraciones de Paxlovid, 

respectivamente.

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Advertencias y precauciones especiales de empleo 

Riesgo de reacciones adversas graves debido a interacciones con otros medicamentos

• Estas interacciones pueden dar lugar a:
• Reacciones adversas clínicamente significativas, que pueden dar lugar a acontecimientos graves, potencialmente mortales o mortales debido a 

una mayor exposición a medicamentos concomitantes.
• Reacciones adversas clínicamente significativas derivadas de una mayor exposición a Paxlovid.
• Pérdida del efecto terapéutico de Paxlovid y posible aparición de resistencia viral.

• Ver la tabla 1 de la Ficha Técnica para consultar los medicamentos que están contraindicados para su uso concomitante con nirmatrelvir/ritonavir y para 
consultar las interacciones potencialmente significativas con otros medicamentos (ver sección 4.5). 

• Se debe considerar las interacciones potenciales con otros medicamentos antes y durante el tratamiento con Paxlovid; se deben revisar los 
medicamentos concomitantes durante el tratamiento con Paxlovid y se debe monitorizar al paciente para detectar cualquier reacción adversa relacionada 
con los medicamentos concomitantes.

Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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Ficha Técnica Paxlovid. Paxlovid, INN-Nirmatrelvir + ritonavir (aemps.es). Acceso Mayo 2023

Contraindicaciones

https://cima.aemps.es/cima/pdfs/ft/1221625001/FT_1221625001.pdf
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EPIC-HR: interacciones con otros medicamentos
● The concomitant use of nirmatrelvir plus ritonavir and certain drugs may result in potentially important drug interactions

● Such interactions need to be managed through: 
○ Dose reduction of the concomitant medication
○ Use of an alternative concomitant medication 
○ Increased monitoring for adverse events or concomitant medication drug levels
○ Temporary discontinuation of concomitant medications
○ Avoidance of coadministration 

● Drug interactions with low-dose ritonavir (100 mg) given over a short duration of 5 days for treatment of COVID-19 are likely to be 
of lesser clinical consequence than long-term use of low-dose or standard-dose (600 mg) ritonavir for patients with human 
immunodeficiency virus

● Nirmatrelvir plus ritonavir is contraindicated with use of certain drugs because of the risk of serious adverse events

Hammond J et al. Oral Nirmatrelvir for High-Risk, Nonhospitalized Adults with Covid-19. Covid-19  N Engl J Med 2022 Apr 14;386(15):1397-1408. doi: 10.1056/NEJMoa2118542
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https://www.who.int/news/item/13-01-2023-who-updates-covid-19-guidelines-on-masks--treatments-and-patient-care
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MUCHAS GRACIAS

Paloma Abad González

Departamento Médico Pfizer Hospitales

paloma.abad@pfizer.com

645133872

mailto:paloma.abad@pfizer.com
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