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Disclosures

• Past research grants paid to Fred Hutch from Shionogi and Pfizer

• Current PI for a Pfizer-funded study of a SARS-CoV-2 antiviral – unrelated to contents of this talk



Learning objectives

1. Influenza 

a) Summarize the data for novel seasonal influenza mRNA vaccines

b) Compare the effectiveness of high-dose vs standard-dose influenza vaccination

2. Respiratory Syncytial Virus (RSV)

a) Synthesize the evidence on RSV vaccine durability in older adults

b) Compare vaccines and monoclonal antibodies for infant RSV prevention

3. COVID-19

a) Discuss indications for Covid-19 post-exposure prophylaxis 

b) Estimate Covid-19 PEP effectiveness 

c) Describe updated data on Covid-19 vaccine efficacy
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What’s new in flu?



2025-26 flu season: confirmed flu hospitalizations 

5

https://gis.cdc.gov/GRASP/Fluview/FluHospRates.html

2025-2026
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Fitz-Patrick, NEJM, 11/2025

mRNA influenza vaccines

Phase 3 trial  (Pfizer vaccine) 

• 18,476 adults aged 18-64

• Healthy

• 25% with ≥1 risk factor for severe influenza

mRNA flu vaccine  (30 μg)

Inactivated flu vaccine (FLUZONE)
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Fitz-Patrick, NEJM, 11/2025

mRNA Influenza Vaccines: Efficacy

Estimated VE: 

60-67%

Inactivated flu vaccine 

(FLUZONE)

Estimated VE: 44-54%

34% 

relative 

vaccine 

efficacy



mRNA Influenza Vaccines: Safety

mRNA vaccine

• Greater reactogenicity

• Fever in 5.6% 

• No cases of myocarditis

Inactivated vaccine

• Reactions less common

• Fever in 1.7%

Fitz-Patrick, NEJM, 11/2025
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Fitz-Patrick, NEJM, 11/2025

mRNA influenza vaccines

Takeaways and limitations

Promising 

results

No data for 
influenza B

Unknown efficacy in other 

populations

B
Efficacy

Safety
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Footer

High-dose influenza vaccination

More evidence to support this
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What’s new in RSV



RSV prevention arsenal 

https://www.cdc.gov/vaccine-safety/vaccines/rsv.html

Adjuvanted 

protein-based

mRNA

Unadjuvanted 

protein-based

GSK - Arexvy

Pfizer - ABRYSVO

Moderna

For pregnant women at 32-36 weeks 

gestational age

Adults aged ≥ 60 and aged 50-59 at ↑ risk 

Infants:

Monoclonals for infants:
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Footer

RSV vaccines for older adults: durability and boosters

mRNA RSV vaccine boosters

mRNA RSV vaccine boosters
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Monoclonal antibodies: nirsevimab & clesrovimab 
Highly effective in preventing adverse outcomes due to RSV: 

ICU admission 

6 studies:

51-91% effectiveness

Hospitalization

13 studies:

64% - 93% effectiveness 

Medically-attended RSV

5 studies:

17-89% effective
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Bennett, JAMA net Open 2026

Infant RSV prevention: local data (WA)
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Infant RSV prevention: direct comparison

French study of 42,560 infants 

• Followed for ~84 days

• 481 hospitalizations for RSV-associated lower 

respiratory tract infection

• 212 (44.1%) occurred in nirsevimab group

• 269 (55.9%) in vaccine group

• Compared with the vaccine, nirsevimab was 

associated with a lower risk of hospitalization for RSV-

associated LRTI (aHR, 0.74) and lower risk of PICU 

admission (aHR 0.58) and ventilator support (aHR 

0.57)

RSV hospitalizations

nirsevimab vaccine
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Infant RSV prevention: parental preferences

Vaccination during pregnancy:

32-36 weeks

Porter, JAMA Network Open, July 2026.                                                                      Images: L: Jeffrey Hamilton/Getty Images;  R: The Lancet Respiratory Medicine; edited with AI

Infant mAb:

Single dose, long-acting IM

• 2 national, cross-sectional surveys in 2024

• 174 pregnant women and 1,765 parents of young children

• Both groups preferred maternal RSV vaccination for protecting infants against RSV infection  (~50% vs 5-10%)
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RSV prevention in infants: take home points

ACIP meeting slides :  https://www.cdc.gov/acip/downloads/slides-2025-04-15-16/02-Moulia-maternal-peds-RSV-508.pdf
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Covid updates



Covid PEP: ensitrelvir (XOCOVA)

Hayden et al, NEJM, 2026

Primary end point: Covid-19 by day 10
(PCR-confirmed and presence of ≥1 Covid-19 symptom lasting ≥48 hours)



Covid PEP: ensitrelvir (XOCOVA)

• Household contacts (Covid      ) 

• Within 72 hours of index 

patient symptom onset

• 5-day course

• ~67% efficacy

Hayden et al, NEJM, 2026
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NEJM: 

COVID-19 vaccines: they still work! 
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Take home points
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Conclusions

Influenza

RSV

COVID-19
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1. Smith, CID, 2020   2. Buckley, Clin Micro Infect, 2019.  3. Rodgers, PloS One, 2021.  4. Jorgensen, CID, 2024. 

5.   MacFadden, CID, 2023  6. Simoes, Lancet CAH, 2023   7. Molnar, Infect Dis Ther, 2024 8. Lewnard, PNAS, 2022

Vaccines and antimicrobial stewardship

RSV, Influenza & Covid 
vaccines + monoclonals

↓ Acute respiratory illnesses

↓ Antibiotic use1-8 



Thank you
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Additional slides for 

reference



RSV vaccine: ACIP recommendations

• Adults ≥ 75 years of age: receive a single dose of RSV 

vaccine
 

• Adults 50–74 years of age at increased risk of severe RSV 

disease: receive a single dose of RSV vaccine

• Single lifetime dose

MMWR, August 6 2024; https://www.cdc.gov/vaccine-safety/vaccines/rsv.html
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