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Disclaimer

This presentation is based on publicly available information (including data 
relating to non-Novartis products or approaches). These slides are intended 
for the purpose of this workshop only and for the personal use of the 
participants. These slides are not intended for wider distribution outside the 
intended purpose without presenter approval. The content of this slide deck is 
accurate to the best of the presenter’s knowledge at the time of production 
and does not necessarily represent Novartis’ position
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Therapeutic interventions vary depending upon the stage 
of infection and patient populations
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Clinical questions of interest depend  on the stage of viral 
infection and patient population
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Choice of clinical endpoints is influenced by 
• What is meaningful to 

• Patients
• Clinicians 
• Regulators
• Policy makers

• What the drug can do
• Antivirals
• Monoclonals

• What is feasible
• Event rate in the population 
• Information needed to set the non-inferiority margin (for active control studies)
• Potential to enroll adequate number of patients in a reasonable timeframe
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PAXLOVID EPIC-HR Study in high-risk patients
Covid-19 related hospitalizations or deaths from any cause

Source: Paxlovid FDA  Label
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PAXLOVID EPIC-HR Study in high-risk patients
Covid-19 related medical visits and deaths due to any cause
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PAXLOVID EPIC-HR Study in High-Risk patients
Median time to sustained alleviation of symptoms through Day 28

Key Secondary End Point PLACEBO 
(N = 1036)

PAXLOVID 
(N = 1026)

Proportion of patients who 
achieved sustained  alleviation

72.7% 64.9%

Median time to sustained 
alleviation

15 days 13 days

Hazard ratio 1.27 
(95% CI: 1.13, 1.41, p < 0.0001)

Source: FDA AdCom Meeting for Paxlovid, March 16, 2023
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PAXLOVID EPIC-SR Study in standard-risk patients
Median time to sustained alleviation of symptoms through Day 28

Source: Hammond et al, NEJM April 4, 2024 10
Clinical Endpoints for COVID-19 and Influenza, Richa Chandra, EMA Workshop, June 5-6, 2025 



VVII6 vs. PAXLOVID in high-risk patients
Time to sustained clinical recovery and symptom resolution

Source: Cao et al, NEJM,  Feb 2, 2023

The primary end point was assessed in the primary analysis (data-cutoff date, May 13, 2022), and the data were updated in the final analysis (data-cutoff 
date, August 18, 2022). The updated data are reported here. Participants were those who underwent randomization and  received at least one dose of 
VV116 or nirmatrelvir–ritonavir. Participants were grouped according to treatment assignment. CI denotes confidence interval

* The  trial was limited to patients infected with omicron variant
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XOFLUZA pivotal trials in uncomplicated Influenza
Time to symptom alleviation through day 28 

Source: Xofluza, FDA Label
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Source: FDA AdCom Meeting for Paxlovid, March 16, 2023

Impact of vaccination and seropositivity
PAXLOVID Efficacy in high-risk patients

13
Clinical Endpoints for COVID-19 and Influenza, Richa Chandra, EMA Workshop, June 5-6, 2025 



Impact of vaccination and seropositivity
PAXLOVID Efficacy in high-risk patients

Source: FDA AdCom Meeting for Paxlovid, March 16, 2023
14

Clinical Endpoints for COVID-19 and Influenza, Richa Chandra, EMA Workshop, June 5-6, 2025 



Source: FDA AdCom Meeting for Paxlovid, March 16, 2023

Impact of vaccination and seropositivity 
PAXLOVID antiviral efficacy
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A few questions for deliberation...

• Viral load
• Should viral load reduction be used as a co-primary endpoint or be 

included as one of the components of a composite primary endpoint?

• Time to sustained alleviation or resolution of symptoms
• What is the clinically meaningful treatment effect size?
• Which symptoms are more clinically meaningful ?

• Covid related emergency room or medical visits 
• Can these be incorporated in the composite primary endpoint as a 

surrogate for disease progression?

18
Clinical Endpoints for COVID-19 and Influenza, Richa Chandra, EMA Workshop, June 5-6, 2025 



19
Clinical Endpoints for COVID-19 and Influenza, Richa Chandra, EMA Workshop, June 5-6, 2025 


	Clinically Relevant Endpoints for Covid-19 and Influenza
	Disclaimer
	Therapeutic interventions vary depending upon the stage of infection and patient populations
	Clinical questions of interest depend  on the stage of viral infection and patient population
	Choice of clinical endpoints is influenced by 
	Some Examples...
	PAXLOVID EPIC-HR Study in high-risk patients�Covid-19 related hospitalizations or deaths from any cause
	PAXLOVID EPIC-HR Study in high-risk patients�Covid-19 related medical visits and deaths due to any cause
	PAXLOVID EPIC-HR Study in High-Risk patients�Median time to sustained alleviation of symptoms through Day 28
	PAXLOVID EPIC-SR Study in standard-risk patients�Median time to sustained alleviation of symptoms through Day 28
	VVII6 vs. PAXLOVID in high-risk patients�Time to sustained clinical recovery and symptom resolution
	XOFLUZA pivotal trials in uncomplicated Influenza�Time to symptom alleviation through day 28 
	Impact of vaccination and seropositivity�PAXLOVID Efficacy in high-risk patients
	Impact of vaccination and seropositivity�PAXLOVID Efficacy in high-risk patients
	Impact of vaccination and seropositivity �PAXLOVID antiviral efficacy�
	Slide Number 16
	Slide Number 17
	A few questions for deliberation...
	Slide Number 19



