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1.  Background information on the procedure 

1.1.  Type II variation 

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Pfizer Europe Ma EEIG submitted 
to the European Medicines Agency on 30 May 2024 an application for a variation: 

The following changes were proposed: 

Variation requested Type Annexes 
affected 

C.I.6.a  C.I.6.a - Change(s) to therapeutic indication(s) - Addition 
of a new therapeutic indication or modification of an 
approved one 

Type II I and IIIB 

The MAH proposes an extension of indication to include active immunisation of individuals 18 through 
59 years of age for ABRYSVO, based on final results from C3671023 Substudy A. This is a Phase 3 
double-blinded, randomised, placebo-controlled study of safety, tolerability and immunogenicity of 
Abrysvo in participants ≥18 to <60 years of age at high risk of severe RSV disease due to certain 
chronic medical conditions. As a consequence, sections 4.1, 4.2, 4.8 and 5.1 of the SmPC are updated. 
The Package Leaflet is updated in accordance. Version 1.0 of the RMP has also been submitted. In 
addition, the MAH took the opportunity to implement editorial changes to the SmPC.  

In this context, the requested variation proposed amendments to the Summary of Product 
Characteristics and Package Leaflet and to the Risk Management Plan (RMP). 

Information on paediatric requirements 

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision 
P/0058/2023 on the agreement of a paediatric investigation plan (PIP).  

At the time of submission of the application, the PIP was not yet completed as some measures were 
deferred. 

Information relating to orphan market exclusivity and similarity 

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No 
847/2000, the MAH did not submit a critical report addressing the possible similarity with authorised 
orphan medicinal products because there is no authorised orphan medicinal product for a condition 
related to the proposed indication. 

MAH request for additional market protection 

The MAH requested consideration of its application in accordance with Article 14(11) of Regulation (EC) 
726/2004 - one year of market protection for a new indication. 

Scientific advice 

The MAH did not seek Scientific Advice at the CHMP. 
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1.2.  Steps taken for the assessment of the product 

The Rapporteur and Co-Rapporteur appointed by the CHMP were: 

Rapporteur: Jayne Crowe  Co-Rapporteur:  Daniela Philadelphy 

Timetable Actual dates 

Submission date 30 May 2024 

Start of procedure: 22 June 2024 

CHMP Rapporteur Assessment Report 2 August 2024 

PRAC Rapporteur Assessment Report 20 August 2024 

PRAC members comments 28 August 2024 

CHMP Co-Rapporteur Assessment 28 August 2024 

PRAC Outcome 5 September 2024 

CHMP members comments 09 September 2024 

Updated CHMP Rapporteur(s) (Joint) Assessment Report 12 September 2024 

Request for supplementary information (RSI) 19 September 2024 

CHMP Rapporteur Assessment Report 7 November 2024 

PRAC Rapporteur Assessment Report 19 November 2024 

PRAC members comments 20 November 2024 

Updated PRAC Rapporteur Assessment Report 21 November 2024 

PRAC Outcome 28 November 2024 

CHMP members comments 02 December 2024 

Updated CHMP Rapporteur Assessment Report 5 December 2024 

2nd Request for supplementary information (RSI) 12 December 2024 

PRAC Rapporteur Assessment Report 15 January 2025 

CHMP Rapporteur Assessment Report 15 January 2025 

PRAC members comments 20 January 2025 

CHMP members comments 20 January 2025 

Updated CHMP Rapporteur Assessment Report 23 January 2025 

Updated PRAC Rapporteur Assessment Report 23 January 2025 

Request for supplementary information (RSI) 30 January 2025 

CHMP Rapporteur Assessment Report 11 February 2025 

PRAC Rapporteur Assessment Report 12 February 2025 

PRAC members comments 17 February 2025 

CHMP members comments 17 February 2025 

Updated CHMP Rapporteur Assessment Report 20 February 2025 

Updated PRAC Rapporteur Assessment Report 20 February 2025 

Opinion 27 February 2025 
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2.  Scientific discussion 

2.1.  Introduction 

The initial approval of Abrysvo resulted in the following indications for use: 
• Passive protection against lower respiratory tract disease caused by respiratory syncytial virus 

(RSV) in infants from birth through 6 months of age following maternal immunisation during 
pregnancy.  

• Active immunisation of individuals 60 years of age and older for the prevention of lower 
respiratory tract disease caused by RSV. 

Thus, the current indication covers use in adults aged <60 years only with respect to use in pregnant 
women to protect their infants in the first 6 months of life. 
 
The MAH proposes to extend use of the licensed vaccine and recommended posology in adults to 
include all persons aged from 18 years.  
 
The submission is based on safety and immunogenicity data obtained from C3671023 Substudy A, 
which was a double-blind, randomised, placebo-controlled study that enrolled adults aged 18-59 years 
at high risk for severe RSV disease due to underlying chronic medical conditions (including COPD, 
asthma and CHF). In line with the guideline on clinical evaluation of vaccines, efficacy of Abrysvo in 
this age range is inferred by immunobridging to the C3671013 pivotal efficacy study conducted in 
participants ≥60 years of age with and without chronic medical conditions. 

2.1.1.  About the product 

The product is unchanged. The approved vaccine is intended for use in all adults. 

2.1.2.  The development programme/compliance with CHMP 
guidance/scientific advice 

The MAH did not obtain scientific advice specific to this variation application. 

2.2.  Non-clinical aspects 

No new clinical data have been submitted in this application, which was considered acceptable by the 
CHMP. 

2.3.  Clinical aspects 

2.3.1.  Introduction 

This variation is based on inferring efficacy in adults aged 18-59 years by immunobridging to study 
C3671013 and provision of safety data in adults aged from 18-59 years in the studies listed below. 

GCP 

The Clinical trials were performed in accordance with GCP as claimed by the MAH. There are 
statements to this effect in each CSR. 

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-vaccines-revision-1_en.pdf
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The MAH has provided a statement to the effect that clinical trials conducted outside the community 
were carried out in accordance with the ethical standards of Directive 2001/20/EC.  

• Tabular overview of clinical studies  

Please note that the new immunogenicity data come from C3671023 Substudy A, which also provides 
safety data from 678 adults. Comparisons are made with immunogenicity data in C2671013 and 1014.  
 
The dossier includes pooled safety data from 9916 adults aged 18-59 years (including C3671013). The 
total includes safety data from 9238 such adults included in the other 6 studies listed below (4964 who 
received RSVpreF 120 μg and 4274 who received placebo, SIIV or Tdap). 
 

Table 1 Studies 
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2.4.  Clinical efficacy 

2.4.1.  Main study 
 
C3671023 Substudy A Final Analysis: A Phase 3 Protocol to Evaluate the Safety, Tolerability, 
and Immunogenicity of Respiratory Syncytial Virus (RSV) Prefusion F Subunit Vaccine in 
Adults at High Risk of Severe RSV Disease 
 
Methods 
 
C3671023 Substudy A was a Phase 3, multicentre, randomised, double-blind and placebo-controlled 
study to assess the safety and immunogenicity of RSVpreF in adults aged 18-59 years considered to be 
at high risk of severe RSV disease due to chronic medical conditions. These conditions included chronic 
pulmonary (including asthma), cardiovascular (excluding isolated hypertension), renal, hepatic, 
neurologic, hematologic or metabolic disorders (including diabetes mellitus). 
 
Substudy A was conducted at 27 sites in the US with initiation (FPFV) on 11 May 2023. The interim full 
CSR for Substudy A (Version 1.0) is included in the application dossier. This is dated 12 April 2024, 
approved 13 April 2024, and it contains data based on a cut-off (LPLV) on 13 March 2024. 
 
The CSR for Substudy A final analysis includes: 

• Immune responses at 1 month after vaccination with RSVpreF compared to those in 
participants aged 60+ years in the C3671013 efficacy study (serology samples were tested 
concurrently); 

• Safety analyses up to 6 months after receipt of RSVpreF, which was the LPLV date. 
 
Study participants 
 
Eligible adults were immunocompetent and aged 18-59 years considered to be at high risk of severe 
RSV disease by virtue of the following: 

• Chronic pulmonary (including asthma), cardiovascular (excluding isolated hypertension), renal, 
hepatic, neurologic, haematologic or metabolic disorders (including diabetes mellitus and hyper 
or hypothyroidism). 

• Residents of nursing homes and other long-term care facilities. 
 
Chronic medical conditions were defined as: 

• Duration greater than 6 months. 
• Stable disease not requiring a significant change in therapy in the previous 6 weeks or 

hospitalisation for worsening disease within 12 weeks before receipt of study intervention. 
• Requiring regular medical follow-up or ongoing medication or hospitalisation in the previous 

year. 
 
Excluded were individuals with a serious chronic disorder (including metastatic malignancy, end-stage 
renal disease with or without dialysis, clinically unstable cardiac disease) and immunocompromised 
individuals with known or suspected immunodeficiency. 
 
Treatments 
 
Study intervention was a single IM injection of either RSVpreF 120 μg vaccine from a single lot or 
placebo (excipients without antigens), each supplied as a lyophilized white cake in a glass vial. 
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For reconstitution, a prefilled syringe containing diluent of sterile water and a vial adapter were used.  
Objectives 
 
Table 2 C3671023 Substudy A Objectives, Endpoints, and Estimands 
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Outcomes/endpoints 
 
The duration of study participation was 6 months, with 3 scheduled visits at pre-vaccination (Day 1; 
also day of vaccination), one month post-vaccination and 6 months post-vaccination. 
 
Participants had blood drawn at baseline prior to vaccination and at 1 month after vaccination to 
assess immunogenicity. The post-vaccination immune responses were used to immunobridge from 
adults 18-59 years to ~400 randomly selected participants who received RSVpreF in the C3671013 
efficacy study and were included in the evaluable immunogenicity population. 
 
The sera from C3671023 Substudy A and the randomly selected RSVpreF recipients in C3671013 were 
tested concurrently. The assays were previously described and assessed. 
 
An e-diary was used to collect local reaction and systemic event data for 7 days after study vaccination 
(Days 1 through 7, where Day 1 was the day of vaccination). Reported Grade 3 reactogenicity was 
assessed by the study site to determine if an unscheduled visit was required. AEs were collected 
through 1 month following study intervention administration. Adverse events of special interest 
(AESIs), NDCMCs and SAEs were collected throughout study participation. In addition, AEs occurring 
up to 48 hours after blood draws that were related to study procedures were collected. 
 
The following events were considered AESIs per protocol and were reported as an AE or SAE: diagnosis 
of Guillain-Barre syndrome; diagnosis of acute polyneuropathy without an underlying aetiology; 
diagnosis of atrial fibrillation; preterm delivery; diagnosis of a hypertensive disorder of pregnancy. 
 
Sample size 
 
The sample size of Substudy A was based on demonstrating noninferiority with respect to RSV A and 
RSV B serum 50% NTs from participants who received RSVpreF compared to RSVpreF-vaccinated older 
adults from the C3671013 efficacy study. Approximately 675 participants were planned to be enrolled 
with a comparison of NTs vs. ~400 from the Study C3671013 immunogenicity subset. 
 
Randomisation 
 
There was central randomisation using an IRT system. There was 2:1 randomisation but there was no 
stratification factor applied at randomisation.  
 

Blinding (masking) 
 
Substudy A was double blind and placebo-controlled. 
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Statistical methods 
 
Safety Analyses 
The AE analyses were based on the safety population (all-treated) and reactogenicity analyses were 
based on the e-diary safety population (at least 1 day of e-diary data transmitted). A 3-tier approach 
was used to summarise AEs. Tier 1 events are pre-specified events of clinical importance that are 
maintained in a list in the product safety review plan. These include Guillain-Barre syndrome, acute 
polyneuropathy, atrial fibrillation, preterm delivery, preterm birth and hypertensive disorders of 
pregnancy. 
 
Immunogenicity Analyses 
The primary analyses for immunogenicity endpoints were based on the evaluable immunogenicity 
population. Additionally, some analyses were performed based on the modified intent-to-treat (mITT) 
population for C3671023 Substudy A. All C3671013 participants included in these analyses were from 
the evaluable immunogenicity population. Seroresponse at 1 month after vaccination was defined as a 
postvaccination antibody titre ≥4 times the LLOQ for a baseline titre below the LLOQ, or a ≥4-fold rise 
from baseline to after vaccination if the baseline titre was above the LLOQ. 
 
 
Statistical Hypotheses 
For the primary immunogenicity objective, there were 4 tests (2 for RSV A and 2 for RSV B). The 
primary immunogenicity objective was evaluated by the following null hypothesis: 

• H0: ln(μ1) – ln(μ2) ≤ -ln(1.5) or p1 – p2 ≤ -10% vs 
• Ha: ln(μ1) – ln(μ2) > -ln(1.5) and p1 – p2 > -10% 

Where: 
- ln(1.5) corresponds to a 1.5-fold margin for noninferiority in GMR 
- ln(μ1) is the mean of the natural logarithm-transformed serum NT at 1 month after 

vaccination from participants who received the same dose level of RSVpreF in this study 
- ln(μ2) is the mean of the natural logarithm-transformed serum NT from participants who 

received RSVpreF in the C3671013 immunogenicity subset 
- 10% is a noninferiority margin for seroresponse rate 
- p1 is the seroresponse rate at 1 month after vaccination who received RSVpreF and have high-

risk chronic medical conditions 
- p2 is the seroresponse rate at 1 month after vaccination from participants who received 

RSVpreF in the C3671013 study immunogenicity subset. 
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Statistical Analyses 
 
The primary analyses for the comparison of GMT for RSV A and RSV B serum NTs included model-
adjusted GMRs at 1 month after vaccination based on ANCOVA model with logarithmically transformed 
assay results at 1 month after vaccination as dependent variables, including groups (C3671023 
Substudy A versus Study C3671013), baseline assay results (in a logarithmic scale) and sex, in order 
to control for 
potential postvaccination immune response variability across participants within C3671023 Substudy A 
and the C3671013 efficacy study immunogenicity subset. 
 
Seroresponse rate differences were provided with 2-sided 95% confidence intervals (CIs) using the 
Miettinen and Nurminen method.  
 
Noninferiority would be declared if both the lower bounds of the 95% adjusted GMRs were >0.667 and 
the lower bounds of the 95% of seroresponse rates differences were >-10% for both RSV A and RSV 
B. Hence there were 4 co-primary endpoints. 
 
Results 
 
Participant flow 
 
There were 681 participants randomised into the study of which 99.6% received study intervention. In 
the RSVpreF and placebo groups, 95.2% and 96.0%, respectively, completed the 6-month safety 
follow-up visit. Across vaccine groups, 4.1% discontinued after vaccination; the most common reason 
was lost to follow-up (2.9%). Two (1 in each group) had AEs leading to discontinuation and one in the 
RSVpreF group died (considered unrelated). 
 
Table 3  Disposition of All Participants 
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Conduct of the study 

Overall, few important PDs occurred in either vaccine group and all were related to inclusion and 
exclusion criteria Three participants with important PDs (1 in the RSVpreF group who should have been 
excluded due to a pre-existing condition and 2 in the placebo group without a qualifying underlying 
condition) were excluded from the evaluable immunogenicity population. 
Baseline data 
 
Overall, demographic and baseline characteristics of the safety population were balanced for 
the RSVpreF and placebo groups.  
 
Table 4 Demographic and baseline characteristics – Safety Population 
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Females comprised 57.4% of the RSVpreF group and 67.6% of the placebo group. The median age at 
vaccination was 49.0 years, with 52.1% 18-49 years and 47.9% 50-59 years. The prespecified medical 
conditions that predisposed to an increased incidence rate and risk for severe complications from RSV 
infection were generally similar between groups. The most common were chronic pulmonary conditions 
and diabetes. None of the participants were residents of nursing homes or other long-term care 
facilities. 

For the primary immunogenicity analyses, 410 participants in C3671013 were randomly selected 
among RSVpreF recipients in the evaluable immunogenicity population. The table below compares the 
data for those included in immunogenicity analyses (C3671023 high-risk adults 18-59 years of age and 
C3671013 adults ≥60 years). Note 44.4% of controls 60+ years had at least one pre-specified medical 
condition. 
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Table 5 Demographic and Baseline Characteristics – Participants 18 Through 59 Years at High Risk 
(D3671023 SSA) and Participants ≥60 Years (C3671013) – Evaluable Immunogenicity Population 

 

Numbers analysed 
 
The safety population included 678 participants who received study intervention (453 RSVpreF and 225 
placebo). Of these, 432 and 218 in respective groups completed the 6-month follow-up visit while 451 
and 225 had at least 1 day of e-diary data transmitted. 
 
The mITT immunogenicity population included 441 vs. 222 and the evaluable immunogenicity 
population included 437 and 217 per group. Thus, the proportions excluded were balanced across the 
RSVpreF and placebo groups (3.7% and 4.4%, respectively) and the most common reason was lack of 
at least 1 valid and determinate RSV NT assay result (at 1 month after vaccination) (2.6% total). 
Within 28 days prior to vaccination, 3 (0.4%) received a nonstudy vaccine. From vaccination (Visit 1) 
onwards, 10.6% received a nonstudy vaccine; most frequently received were influenza (9.0%) and 
COVID-19 vaccines (6.6%). 
 
 
 
 
 
 



 
Assessment report   
EMA/109450/2025  Page 18/53 
 

Table 6. Immunogenicity Analysis Populations  

 

Outcomes and estimation 

•  
 
 
Noninferiority was demonstrated for the primary immunogenicity objective, with the pre-defined 
criteria met for the four co-primary endpoints. For the immunobridging coprimary estimand as 
measured by GMRs, due to the known differences for C3671023 Substudy A and C3671013, the 
analysis is based on the ANCOVA model with sex and baseline titre (in logarithm scale) adjusted to 
compare the GMTs 
(i.e. adjusted GMRs). 
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Table 7. Comparison of Model Adjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013) – 
Evaluable Immunogenicity Population 

 
 
Figure 1 Reverse Cumulative Distribution Curves: RSV Neutralizing Titter 1-Month After Vaccination – 
Evaluable Immunogenicity Population 

 
 
As a sensitivity analysis unadjusted GMRs (raw GMT ratios) were summarised. Results from the 
sensitivity analysis of the unadjusted GMRs of high-risk adults 18 through 59 years of age vs. adults ≥
60 years of age were consistent with the adjusted GMR results. 
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Table 8 Comparison of Unadjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013) – 
Evaluable Immunogenicity Population 

 
 
In addition to the above for the evaluable immunogenicity population, the following tables show the 
model-adjusted and unadjusted analyses for the mITT immunogenicity population. With only small 
differences in numbers included in each population, the results were highly compatible with those for 
the evaluable immunogenicity population.   
 
Table 9 Comparison of Model Adjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013) – 
mITT Immunogenicity Population 
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Table 10 Comparison of Unadjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013) – 
mITT Immunogenicity Population 

 

Furthermore, the results for the pre-planned analysis for GMRs were consistent with those for the 
primary analysis in the evaluable immunogenicity population. The lower bounds of the 2-sided 95% 
CIs were >0.667 for both RSV A and RSV B. The model-adjusted GMRs were 1.60 for RSV A and 1.51 
for RSV B while the unadjusted GMRs were 1.66 for RSV A and 1.60 for RSV B. 
 
Table 11 Comparison of Model Adjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013), 
Based on Assay Results with Predilution – Evaluable Immunogenicity Population 
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Table 12 Comparison of Unadjusted RSV Neutralizing Titer GMTs at 1 Month After Vaccination with 
RSVpreF, 18 Through 59 Years at High Risk (C3671023 SSA) vs 60 Years and Older (C3671013) – 
Based on Assay Results with Predilution – Evaluable Immunogenicity Population 

 
 
One month after vaccination with RSVpreF, the noninferiority criteria were met for the difference in 
seroresponse rates with the lower bounds of the 2-sided 95% CIs > -10% for both RSV A and 
RSV B. The seroresponse rates were higher for high-risk adults 18-59 years vs. adults ≥60 years. 
Similar results were obtained in the mITT immunogenicity population.  
 
Table 13 Comparison of RSV Neutralizing Titer Seroresponse Rates 1 Month After Vaccination – 
Participants 18 Through 59 Years at High Risk (C3671023 SSA) and Participants ≥ 60 Years 
(C3671013) – Evaluable Immunogenicity Population 

 
 
Results for the pre-planned analysis for differences in seroresponse rates were consistent with those 
for the primary analysis with higher rates in the younger adults (92.9% for RSV A and 93.8% for RSV 
B) compared to adults ≥60 years (88% and 85%). The differences in seroresponse rates were 4.9% for 
RSV A and 8.8% for RSV B, with the lower bounds of the 2-sided 95% CIs > -10% for both RSV A and 
RSV B. 
 
The neutralizing antibody GMTs for RSV A and RSV B increased from before vaccination to 1 month 
after vaccination for those who received RSVpreF with GMFRs ≥17.5 vs. 1.0 in the placebo group.  
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Table 14 RSV Neutralizing Titer GMTs and GMFRs – Evaluable Immunogenicity Population 

 
RSV neutralizing GMTs and GMFRs were evaluated by age group, sex, race, ethnicity and prespecified 
significant conditions. Observations across subgroups were mostly similar with no clinically meaningful 
differences in GMTs or GMFRs. Immune responses were similar for high-risk adults aged 18-49 and 50-
59 years. Subgroup results for the pre-planned analysis were consistent with those described for the 
evaluable immunogenicity population. 
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Table 15 RSV Neutralizing Titer GMTs and GMFRs After Vaccination With RSVpreF, by Demographic 
Subgroups – Evaluable Immunogenicity Population 
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Summary of main study 

The following table summarises the immunogenicity results from the main study supporting the 
present application. The summary should be read in conjunction with the discussion on clinical efficacy 
as well as the benefit risk assessment (see later sections). 

Table 16 Summary of Efficacy for trial C3671023 

Title: A Phase 3 Protocol to Evaluate the Safety, Tolerability, and Immunogenicity of 
Respiratory Syncytial Virus (RSV) Prefusion F Subunit Vaccine in Adults at High Risk of 
Severe RSV Disease; Substudy A Final Analysis   
Study identifier C3671023; NCT05842967 

 
Design Prospective, randomised and placebo-controlled clinical study, with cross-

study immunobridging to adults 60+ years in whom efficacy was shown in 
C3671013 
 
Duration of main phase: FPFV 11 May 2023 and LPLV 13 March 2024 
Duration of Run-in phase: not applicable 
Duration of Extension phase: not applicable 

Hypothesis Non-inferiority for immune responses vs. adults aged 60+ years enrolled into 
the pivotal efficacy study in older adults (C3671013) 

Treatments groups 
 

RSVpreF 
 

Single dose Day 1; n=453 

Placebo Single dose Day 1; n=225  
RSVpreF external control 
group aged 60+ years in 
C3671013 

Single dose Day 1; n=410 

Endpoints and 
definitions 
 

Primary 
endpoints 
 

Anti-RSV A 
and B NT 
GMTs and 
SR rates at 
1 month 
 

GMT ratio (GMR) for RSV A and B NTs at 1 
month after RSVpreF in C3671023 (18-59 
years) vs. C3671013 (≥60 years) 
 
Difference in SR rate for RSV A and B NTs at 
1 month after RSVpreF in C3671023 vs. 
C3671013  

Secondary 
endpoints 
C3671023 
only 

Anti-RSV A 
and B NTs 

GMT of NTs for RSV A and B at each blood 
sampling visit 
GMFR of NTs for RSV A and B from pre- to 
postvaccination blood sampling visit 

   
Database lock 13 March 2024 

Results and Analysis  
Analysis 
description 

Primary Analysis 

Analysis population 
and time point 
description 

Evaluable immunogenicity population at 1 months post-vaccination 

Descriptive statistics 
and estimate 
variability 

Treatment group RSVpreF  
18-50 years  
 

RSVpreF 60+ 
years  
 

Placebo  
 

Number of 
subjects 

RSV A 435 
RSV B 437 

RSV A 408 
RSV B 408 

RSV A 217 
RSV B 217 
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GMT A 
LS GMR  
(95% CI) 
 
GMFR pre/post 
95% CI) 

 41097 
1.57 
(1.396, 1.759) 
 
17.5  
(15.88, 19.21) 

26225 
 

2660 
 
 
 
GMFR 1.0 
(0.91, 1.10) 

GMT B 
LS GMR  
(95% CI)  
 
GMFR pre/post 
(95% CI) 

37416 
1.52 
(1.333, 1.725) 
 
18.5  
(16.76, 20.43) 

24680 2135 
 
 
 
GMFR 1.0 
(0.91, 1.00) 

RSV A SR rate  
Diff (95% CI) 

93.1 
5.1 (1.2, 9.2) 
 

88.0  

RSV B SR rate 
Diff (95% CI) 

93.4 
8.3 (4.2, 12.6) 

85.0  

    
  
Analysis 
description 

Subgroup analyses 

 In the C3671023 RSVpreF recipients, RSV GMTs and GMFRs were evaluated 
by age group, sex, race, ethnicity and prespecified significant conditions. 
For most subgroups, observations suggested no clinically meaningful 
differences in GMTs or GMFRs after a single dose of RSVpreF in high-risk 
adults 18 through 59 years of age. Immune responses after RSVpreF were 
similar for high-risk adults 18 through 49 and 50 through 59 years of age. 

 

2.4.2.  Discussion on clinical efficacy 

Design and conduct of clinical studies 
 
The new data in this application come from C3671023 Substudy A, which was a double-blind and 
placebo-controlled study intended to generate immunogenicity data in adults aged 18-59 years 
considered to be at high risk of severe RSV disease to support immunobridging to the efficacy 
previously shown in C3671013 in adults aged 60+ years, in line with the guideline on clinical 
evaluation of vaccines. The aim was therefore to demonstrate that immune responses in the generally 
immunocompetent population enrolled into C3671023 would be non-inferior to immune responses 
documented in C3671013. The MAH assumed that a demonstration of non-inferiority in C3671023 
would support a conclusion that, if studied, there would also be non-inferior immune response in adults 
aged 18-59 years without the underlying high-risk of severe RSV disease. This is a very reasonable 
assumption which is endorsed by CHMP. Besides, CHMP notes that substudy A was conducted at 27 
sites in the US; the results are considered applicable to similar subjects resident in the EU. 
 
Eligible adults aged 18-59 years had to have at least one of the listed underlying medical conditions, 
which have all been suggested to predispose to risk for severe RSV disease in published reports. The 
exclusions from this immunobridging study were appropriate. In particular, subjects with known or 
suspected immunodeficiency were excluded, which is acceptable to the CHMP for this initial 
immunobridging exercise noting that the approved SmPC already warns that there are no data and 
that immune response may be lower in immunodeficient persons. 
Although the primary aim was to support the immunobridging exercise, the inclusion of a placebo 
group (using 2:1 randomisation) was appropriate at the time that the study was conducted and it 
provides a control for safety as well as background immune response data in this RSV-experienced 
adult population. 

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-vaccines-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-vaccines-revision-1_en.pdf
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The primary endpoints were the GMTs and seroresponse rates (as defined in the protocol) based on 
anti-RSV A and anti-RSV B neutralizing antibody titres in sera obtained at 1-month post-vaccination. 
This is appropriate. It means that effectively there were 4 co-primary endpoints in the study.  
 
In the four co-primary analyses conducted in the evaluable immunogenicity populations, the RSV A 
and RSV B GMTs and seroresponse rates were compared between 437 adults aged 18-59 years 
assigned to RSVpreF in C3671023 vs. 410 randomly selected adults aged 60+ years who received 
RSVpreF in C3671013. It is important to note that the sera from the two studies were tested 
concurrently using assays that were previously described and assessed. There is no suggestion that 
the immune response in the randomised subset would have led to bias in favour of showing non-
inferiority.  Conduct in the evaluable immunogenicity population is acceptable in the setting of 
immunobridging. However, the applicant also supplied analyses in the mITT immunogenicity 
population.  
 
Non-inferiority was to be declared if the lower bounds of the 95% adjusted GMRs were >0.667 and the 
lower bounds of the 95% of seroresponse rates differences were >-10% for both RSV A and RSV B. 
While there is no immune correlate of protection established for prevention of RSV, these non-
inferiority acceptance criteria are acceptable. Moreover, study success required that all four analyses 
met the applicable criteria, which is appropriate.  
 
 
Efficacy data and additional analyses 
 
Study C3671023 met the enrolment target, with 681 participants randomised into the study of which 
99.6% received study intervention. Study completion rates were very high and comparable between 
the RSVpreF and placebo groups. In general, conduct of the study appears to have been satisfactory, 
with only few important protocol deviations. 
 
Within C3671023, demographic and baseline characteristics of the safety population were mostly well 
balanced for the RSVpreF and placebo groups. Although there were no stratification factors applied at 
randomisation, approximately half of subjects were in the age groups 18-49 vs. 50-59 years.  
 
The most common prespecified medical conditions were chronic pulmonary conditions and diabetes. 
None of the participants were residents of nursing homes or other long-term care facilities. With an 
inevitable difference in age between the test and reference groups included in the primary 
(immunobridging) analysis, there was no declared aim to attempt to match the populations based on 
other characteristics.  
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With the immunodeficient subjects excluded from both studies, and with 44% of the reference 
population having at least one pre-specified underlying condition, it is unlikely that the differences 
would have biased the study towards demonstrating non-inferiority.  
 
Non-inferiority was demonstrated for the primary immunogenicity objective, with the pre-defined 
criteria met for the four co-primary endpoints. The results suggested that greater immune response 
was achieved in the 18-59 years group with underlying medical conditions vs. the 60+ group including 
44% of subjects with underlying conditions, noting that the pre-specified conditions were not 
necessarily expected to affect the magnitude of the immune response.  
 
For the immunobridging co-primary estimand as measured by GMRs, due to the known differences for 
C3671023 Substudy A and C3671013, the analysis was based on the ANCOVA model with sex and 
baseline titre (in logarithm scale) adjusted to compare the GMTs (i.e. adjusted GMRs). The unadjusted 
analysis provided very similar results. The CSR also provided the model-adjusted and unadjusted 
analyses for the mITT immunogenicity population. With only small differences in numbers included in 
each population, the results were compatible with those for the evaluable immunogenicity population.   
 
For the immunobridging coprimary estimand as measured by seroresponse rates, at one month after 
vaccination with RSVpreF and with noninferiority criteria met, seroresponse rates were higher for 
adults 18-59 years vs. adults 60+ years. Similar results were obtained in the mITT immunogenicity 
population. Results for the pre-planned analysis for differences in seroresponse rates were also 
consistent with those for the primary analysis with higher rates in the adults aged 18-59 years 
compared to adults 60+ years. 
 
In the placebo group of C3671023 there was no shift in GMTs for RSV A and RSV B from baseline to 
month 1 compared to GMFRs ≥17.5 in the RSVpreF group. This finding indicates that natural exposure 
to RSV during the one-month period was unlikely to have affected the post-vaccination titres observed. 
 
RSV neutralizing GMTs and GMFRs for C3671023 subjects who received RSVpreF were evaluated by 
age group, sex, race, ethnicity and prespecified significant conditions. Observations across subgroups 
were mostly similar with no clinically meaningful differences in GMTs or GMFRs. Immune response was 
similar for adults aged 18-49 and 50-59 years. Subgroup results for the pre-planned analysis were 
consistent with those described for the evaluable immunogenicity population. Whereas the CSR does 
not present the immune responses by subgroups compared between C3671023 and C3671013, the 
summary of efficacy points to the previously reported data suggesting no important effect of age 
subgroups and underlying conditions on the immune responses documented in C3671023.  
 

2.4.3.  Conclusions on the clinical efficacy 

With testing of sera in parallel, the comparisons made between adults aged 18-59 with pre-specified 
underlying conditions in C3671023 and adults aged 60+ years in C3671013 support an overall 
conclusion that neutralizing antibodies elicited by RSVpreF are at least as high in the former cohort 
compared to the latter cohort. Although there is no immune correlate of protection established for 
RSV, the CHMP considers that this immunobridging exercise supports a conclusion that protection 
against RSV is likely at least as good in adults aged 18-59 years as has been documented in adults 
aged 60+ years. 
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While C3671023 was conducted in adults aged 18-59 years with at least one pre-specified underlying 
medical condition, there was no expectation that the underlying conditions would have an important 
effect on the immune responses to RSVpreF. Nevertheless, it is presumed that the intent was to 
conduct the immunobridging exercise such that the applicability of the results across a broadly 
immunocompetent population aged 18-59 years would not be questioned. 
 
That being the case, the proposed indication statement is not restricted in any way but simply refers to 
“Active immunisation of individuals 18 years of age and older for the prevention of lower respiratory 
tract disease caused by RSV”. The CHMP is of the view that this wording allows National Immunisation 
Technical Advisory Groups (NITAGs) to determine if and how to recommend use in adults aged from 18 
years just as the currently approved indication allows them to do the same from a minimum age of 60 
years. In particular, the proposed wording allows NITAGs to select certain adults for vaccination either 
because they are considered to be at risk of severe disease if they become infected with RSV and/or 
because they are particularly at risk of acquiring RSV disease due to their employment even if the 
disease is expected to be mild in severity. For example, NITAGS may choose to target healthcare 
workers to minimise staff shortages during the RSV season, just as influenza vaccines are targeted in 
many countries. 
 
Overall, the extension of indication to include active immunisation of individuals 18 years of age and  
older for the prevention of lower respiratory tract disease caused by RSV is acceptable from an efficacy 
point of view.  

2.5.  Clinical safety 

Introduction 

The initial MAA for Abrysvo included safety data for adults aged 60+ years and for pregnant women, 
along with some Phase 1 data in healthy and non-pregnant adults aged <60 years. Thus, few data 
were available from non-pregnant adults aged 18-59 years. Across the adult population, local 
reactogenicity was common or very common but most reported ADRs were not severe. Other very 
common ADRs were headache and myalgia. In adults aged 60+ years, one case of Guillain-Barré 
syndrome and one of Miller Fisher syndrome were reported with onset of 7 and 8 days, respectively, 
after receiving Abrysvo and were assessed by the investigator as possibly vaccine-related. Both cases 
had either confounding factors or an alternative aetiology for the clinical picture. One additional case, 
with onset 8 months after receiving Abrysvo, was assessed as not vaccine-related by the investigator. 
There was one case of Guillain-Barré syndrome reported in the placebo group 14 months after 
administration.  
 
In the current application dossier, the new safety data come from C3671023, with follow-up to the 6-
month final safety visit. Data from a pooled safety analysis are included under a separate heading 
below. 
 
Patient exposure 
 
The safety analysis was conducted in the all-treated (allocated single dose) population, comprising 453 
in the Abrysvo group and 225 in the placebo group. Of this total 678 persons, 650 (95.4%) completed 
the study, i.e. completed the 6-month safety follow-up visit (Visit 3).  
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Table 17 Demographic and Baseline Characteristics – Safety Population 
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Adverse events  
 
Local reactogenicity 
 
Proportions of participants reporting (e-diary or AE CRF) local reactions within 7 days of vaccination 
were higher in the RSVpreF group than the placebo group (36.6% vs. 11.6% overall).  
 
As in the initial MAA, the most frequently reported local reaction in both groups was pain at the 
injection site. Most local reactions were mild or moderate in severity and only 1 (0.2%) participant in 
the RSVpreF group had a severe local reaction (swelling). The same findings applied to the sensitivity 
analysis of local reactions from the e-diary only. Across both groups, the median onset for local 
reactions occurred by Day 3, and median duration was 1 to 2 days. 
 
In the RSVpreF group, reporting of local reactions trended higher for the younger (18-49; 44.2% for 
RSVpreF vs. 12.4% placebo) vs. older subgroup (50-59; 28% for RSVpreF vs. 10.7% placebo) and for 
females vs. males (41.3% vs. 30.2% in the RSVpreF group and 10.5% vs. 13.7% in the placebo 
group). 
 
Figure 2 

  
 
Systemic reactogenicity 
 
Proportions reporting systemic events within 7 days after vaccination (e-diary or AE CRF) were 
generally similar between groups (57.4% vs 55.6% overall) and the most frequently reported was 
fatigue. 
 
Most systemic events were mild or moderate in severity. The most frequent severe systemic events 
were fatigue (0.9% vs. 0.4%) and diarrhoea (0.7% vs. 0.9%).  
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The incidence of fever was low (1.6% vs. 1.3%) and all events were mild (≥38.0 °C to 38.4 °C) or 
moderate (>38.4 °C to 38.9 °C) in severity. Muscle pain was reported more frequently in the RSVpreF 
group (24.4%) compared to the placebo group (16.0%).  
 
Similar findings emerged from the sensitivity analysis of systemic events from the e-diary only. 
 
Across both groups, the median onset for most systemic events was Day 2 or Day 3 and median 
duration was 1 to 2 days. 
 
For the most part, there were no clinically meaningful differences in systemic events by subgroup. In 
the RSVpreF group, reporting of systemic events trended higher for the younger vs. older subgroup 
and for females vs. males. Proportions reporting any systemic event were as follows for these 
subgroups: 
 age: 62.9% vs. 51.2% for those aged 18-49 vs. 50-59 years in the RSVpreF group, and 54.9% vs. 
56.3% for 18-49 vs. 50-59 years in the placebo group; 
 sex: 61.8% vs. 51.6% for females vs. males in the RSVpreF group, and 59.9% vs. 46.6% for 
females vs. males in the placebo group. 
Figure 3 



 
Assessment report   
EMA/109450/2025  Page 33/53 
 

 
Overview of AEs 
 
The main analysis of AEs excluded the reactogenicity events that were reported in the AE CRF (except 
for SAEs) during the 7-day e-diary collection period. 
 
Through the 1-month follow-up visit, the proportions of participants reporting any AEs were similar for 
the RSVpreF (6.8%) and placebo (7.6%) groups. 
 
Most AEs were mild or moderate in severity; severe AEs were reported in 0.2% of the RSVpreF group 
and 1.8% of the placebo group. No immediate AEs were reported within 30 minutes and no life-
threatening 
AEs were reported within 1 month. There was one AE assessed as related by the investigator. This 
occurred in the RSVpreF group and it was a nonserious event of urticaria (mild severity) that had onset 
on Day 1 and resolved the next day. 
 
Table 18 Number (%) of Participants Reporting at Least 1 Adverse Event for Each Analysis Interval 
After Vaccination – Safety Population 
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For AEs reported throughout the study, the rates in both groups were low (see table above) for SAEs, 
NDCMCs and AEs leading to withdrawal. None of the events was assessed as related. One participant 
(0.2%) in the RSVpreF group had an AE leading to death (cardio-respiratory arrest) on Day 106, which 
was assessed by the investigator as not related. No AESIs were reported. 
 
AEs were most frequently reported in the SOC of Infections and infestations in both the RSVpreF group 
(2.9%) and placebo group (4.0%). Across both vaccine groups, the 3 most frequently reported AEs 
were COVID-19 (0.9% each), upper respiratory tract infection (≤0.9%) and sinusitis (≤0.7%). 
Observations across subgroups were broadly similar for the RSVpreF and placebo groups. 
 
 
Table 19 Adverse Events Reported From Vaccination Through 1 Month Follow-up Visit, by System 
Organ Class and Preferred Term – Safety Population 
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Table 20 Adverse Events Reported From Vaccination Through 1 Month Follow-up Visit, by System 
Organ Class and Preferred Term – Safety Population 

 

 
Serious adverse event/deaths/other significant events 
 
One AE leading to death occurred in the RSVpreF group that was assessed by the investigator as not 
related (see above; cardio-respiratory arrest on Day 106 in the 50-59 years group.  
 
Few SAEs were reported throughout the study in the RSVpreF group (1.1%) or placebo group (3.1%) 
and none was assessed as related. 
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Table 21 Serious Adverse Events Reported From Vaccination Throughout the study, by System Organ 
Class and Preferred Term – Safety Population 

 

 

 
Discontinuation due to adverse events 
 
Throughout the study, 3 AEs leading to discontinuation from study after vaccination were reported in 2 
participants, one in each group. These events were not serious and were assessed as not related to 
study intervention.  
 

 

 

 

 

 

 



 
Assessment report   
EMA/109450/2025  Page 38/53 
 

Table 22 Adverse Events Leading to Discontinuation After Vaccination, by System Organ Class and 
Preferred Term – Safety Population 

 

 
Pooled safety analysis 
 
The pooled analysis of safety data in adults aged 18-59 years includes data from the trials listed 
below. The controls include those who received placebo and those who received a non-RSV vaccine 
(Tdap or SIIV).  
 

Table 23 Number (%) of Participants Who Received at Least 1 Study Vaccination Across All Studies – 
18 Through 59 Years Old Safety Population  
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Demographic and baseline characteristics were comparable between the RSVpreF and control 
participants. Overall, there were more female than male participants (94.6% vs. 5.4%). The median 
age at vaccination was 30.0 years. 
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Table 24 Integrated Summary of Demographic and Baseline Characteristics – 18 Through 59 Years Old 
Safety Population 

 

 

Upon request, the MAH provided reactogenicity data and updated the ADR table (see question 8 in 
annex 3, below). 
 
Proportions reporting any AEs within 1 month after vaccination were similar in the RSVpreF 120 μg 
group (12.8%) compared to the control group (13.1%).  
Most AEs were mild or moderate; severe AEs were reported in ≤1.5% across both groups. AEs 
assessed as related by the investigator were slightly higher (mostly due to lymphadenopathy in 
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C3671008 and C3671014 and Injection site reactions [Erythema, Pruritis, Bruising, Rash and 
Swelling]) in the RSVpreF 120 μg group (0.6%) compared to the control group (0.1%).  
 
SAEs, AEs leading to death, life-threatening AEs, AEs leading to withdrawal and immediate AEs that 
occurred within 1 month were reported in ≤3.5% across both groups.  
 
Table 25 Integrated Summary of Adverse Events by Category Reported from AR CRF Within 1 Month 
After Vaccination – 18 Through 59 Years Old Safety Population 

 
 
AEs within 1 month after vaccination were reported by 12.8% in the RSVpreF group compared to 
13.1% in the control group. The most commonly reported AEs by SOC in the RSVpreF group were 
Pregnancy, puerperium, and perinatal conditions (5.4% RSVpreF, 5.7% control), Infections and 
infestations (2.0%vs. 2.4%) and Gastrointestinal disorders (1.0% vs. 0.9%). The most commonly 
reported AEs by PT in the RSVpreF group were Premature delivery (1.8% RSVpreF, 1.8% control), 
Preeclampsia (0.7% and 0.8%) and Gestational hypertension (0.7% and 0.6%). 
 
The proportion with related AEs was slightly higher in the RSVpreF 120 μg group (0.6%) compared to 
the control group (0.1%). The most commonly reported related AEs were Blood and lymphatic system 
disorders (0.2% RSVpreF, 0% control), General disorders and administration site conditions (0.2% and 
<0.1%) and Nervous system disorders (<0.1% and <0.1%). The most commonly reported related AE 
by PT in the RSVpreF 120 μg group was Lymphadenopathy (0.2% vs. 0%) while all other PTs were 
reported by <0.1% in each group. 
 
AEs were reported within 30 minutes after vaccination in <0.1% in both groups.  
 
Severe or life-threatening AEs were reported within 1 month after vaccination by 1.9% in the RSVpreF 
group and 1.5% in the control group. Most common were AEs in the SOC Pregnancy, puerperium, and 
perinatal conditions (1.3% RSVpreF, 1.0% control) and Infections and infestations (0.2% and <0.1%). 
The most commonly reported severe or life-threatening AEs by PT were Pre-eclampsia (0.3% and 
0.2%) and Premature delivery (0.2% and 0.1%). 
 
Throughout the study, SAEs, AEs leading to withdrawal and AEs leading to death were reported in 
≤14.0%, <0.1% and <0.1%, respectively, in both groups. 
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Table 26 Vaccine Group 

 

 
 
AEs leading to death that occurred throughout the study were reported in 2 (<0.1%) who received 
RSVpreF and none who received control. In C3671008, there was 1 death of a maternal participant in 
the RSVpreF group due to postpartum haemorrhage and hypovolaemic shock, which was assessed by 
the investigator as not related to study intervention. In C3671001, a 48 year old non-pregnant female 
who received RSVpreF 120 μg died. The cause of death was combined toxic effects of quetiapine and 
amlodipine use and was considered not related to study intervention. 
 
SAE reporting rates throughout the study by participants with at least 6 months safety follow up after 
vaccination were 15.8% for the RSVpreF 120 μg group (15.8%) compared to 15.4% for the control 
group. The most commonly reported SAEs were Pregnancy, puerperium and perinatal conditions 
(11.7% RSVpreF, 11.2% control), Cardiac disorders (1.6% and 1.7% in control) and Infections and 
infestations (1.4% and 1.2%). The most commonly reported SAEs by PT in the RSVpreF 120 μg dose 
group were Foetal distress syndrome (1.7% in each group), Pre-eclampsia (1.7% and 1.4%), 
Gestational hypertension (1.1% in each group, Arrested labour (1.0% and 1.2%) and Non-reassuring 
foetal heart rate pattern (1.0% and 0.8%). 
 
AEs leading to withdrawal occurred in <0.1% in each group. 
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Post marketing experience 
 
No information on post-marketing experience is reported in the application except as summarised and 
reflected in the updated RMP. 

2.5.1.  Discussion on clinical safety 

The initial MAA for Abrysvo included safety data for adults aged 60+ years and for pregnant women, 
along with some Phase 1 data in healthy and non-pregnant adults aged <60 years. Thus, few data 
were available from non-pregnant adults aged 18-59 years. In the current application dossier, the new 
safety data come from C3671023, with follow-up to the 6-month final safety visit. In this study, the 
safety analysis was conducted in 453 subjects in the Abrysvo group and 225 in the placebo group. Of 
this total 678 persons, 650 (95.4%) completed the study, i.e. completed the 6-month safety follow-up 
visit (Visit 3).  
 
As expected from prior data, the proportions reporting local reactions within 7 days of vaccination were 
higher in the RSVpreF group than the placebo group (36.6% vs. 11.6% overall) and the most 
frequently reported local reaction in both groups was pain at the injection site. However, local 
reactions were mild or moderate in severity and were short-lived. In the RSVpreF group, the reporting 
rates for local reactions were numerically higher for the younger subgroup (18-49 years) and in 
females. The CHMP is of the view that this pattern is not unusual for vaccines used in adults.  
 
In contrast, rates for systemic events within 7 days after vaccination were more similar between 
RSVpreF and placebo groups, the most common one being fatigue. Again, reporting rates in the 
RSVpreF subgroup were higher for the younger age subgroup and in females. 
 
For all other AEs reported up to the 1-month follow-up visit, rates were low and similar for the 
RSVpreF and placebo groups. Few were severe and none was immediate and/or life-threatening. The 
CHMP noted that no AESIs/Tier 1 AEs (including Guillain-Barre syndrome and Miller Fisher syndrome) 
were reported in the study. There was one case of urticaria with onset on day 1 that was considered 
related; rash/urticaria was therefore included in the table in section 4.8 (with frequency as “rare”). In 
addition, a few related AEs from the broad population (high-risk and healthy participants) were added 
in SmPC section 4.8, with appropriate frequencies assigned (e.g. lymphadenopathy (“rare”), 
anaphylaxis (“very rare”), arthralgia (“common”), fatigue (“very common”), pyrexia (“uncommon”), 
vaccination site pruritus (“rare”), vaccination site bruising (“rare”) and vaccination site haematoma 
(“rare”)).  
 

2.5.2.  Conclusions on clinical safety 

The safety profile in the new population is considered in comparable to the two special populations in 
which the vaccine has already been authorised (pregnant women to passively protect their infants and 
older adults).  

In this light, the CHMP is of the views that there are no new major concerns raised by the safety data 
for RSVpreF vs. placebo in the study C3671023.  

2.5.3.  PSUR cycle  

The requirements for submission of periodic safety update reports for this medicinal product are set 
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out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 
2001/83/EC and any subsequent updates published on the European medicines web-portal. 

2.6.  Risk management plan 

The MAH was requested to submit an updated RMP version (1.1) with this application. 

The CHMP received the following PRAC Advice on the submitted Risk Management Plan: 

The PRAC considered that the risk management plan version 1.1 is acceptable. 

The CHMP endorsed the Risk Management Plan version 1.1 with the following content: 
 

Summary of the safety concerns 

Table 27 Module SVIII. Summary of the safety concerns 

 

 

Pharmacovigilance plan 

Table 28 (from part III.1 of the RMP): On-going and Planned Additional Pharmacovigilance Activities 
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Risk minimisation measures 

Table 29: Summary table of pharmacovigilance activities and risk minimisation activities by safety 
concern by safety concern 
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2.7.  Update of the Product information 

As a consequence of this new indication, the sections 4.1, 4.2, 4.8 and 5.1 of the SmPC have been 
updated, to reflect use from 18 years of age. The Package Leaflet has been updated accordingly. In 
addition, the MAH took the opportunity to implement editorial changes to the SmPC. 

2.7.1.  User consultation 

A justification for not performing a full user consultation with target patient groups or a bridging 
exercise on the package leaflet has been submitted by the MAH and has been found acceptable for the 
following reasons: 
 
Readability user testing was performed on the Abrysvo PL submitted for the initial MAA. The package 
leaflet was found to be readable and comprehensible and only minor editorial revisions were made 
during MAA assessment. The PIL submitted as part of the current Type II variation is substantially the 
same as that originally tested. There are no changes to route of administration, no new safety issues 
identified  and no new medical terminology requiring explanation. There have been no changes to 
layout, style, font or leaflet size. As there are no significant changes, the initial user test remains valid 
for this PIL and no further user testing, including bridging, is considered necessary. 
 

3.  Benefit-Risk Balance 

3.1.  Therapeutic Context 

3.1.1.  Disease or condition 

In Europe, about 10% of ARI/influenza-like illness or community-acquired pneumonia cases in adults 
aged ≥50 years are attributable to RSV. Annual RSV attack rates of 4.2% and 7.2% were observed in 
community-living adults aged ≥60 years in successive seasons. In UK adults aged from 18 years, 
some authors have estimated of 487,247 outpatient episodes, 17,799 hospitalisations and 8,482 
attributable deaths per season. Of these, 36% of GP episodes, 79% of hospitalisations and 93% of 
deaths were in ≥65-year-olds. There are some recognised risk factors for severe RSV disease in older 
adults, including the elderly. Immunosenescence can result in a weakened immune response to 
pathogens and suboptimal response to vaccines. In addition, there may be reduced lung expansion in 
older adults because of decreased strength of the respiratory muscles and the diaphragm. Older adults 
may also have decreased protective mucus levels, lung compliance and elastin. 

3.1.2.  Available therapies and unmet medical need 

There are two vaccines approved in the EU for prevention of RSV LRTD in adults aged from 50 years 
(Arexvy) or 60 years (Abrysvo). Treatment of RSV disease consists primarily of supportive care (e.g. 
oxygen, hydration and suctioning of secretions). The use of aerosolized ribavirin is usually limited to 
immunosuppressed persons due to inconvenient administration, questionable benefit, teratogenicity 
concerns and high cost. 
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3.1.3.  Main clinical studies 

In the initial MAA dossier, C3671013 was the pivotal Phase 3 efficacy study in older adults aged from 
60 years. This study was double-blind and placebo-controlled. The new data in this application come 
from C3671023 Substudy A, which was a double-blind and placebo-controlled study intended to 
generate immunogenicity data in adults aged 18-59 years considered to be at high risk of severe RSV 
disease to support immunobridging to the efficacy previously shown in C3671013 in adults aged 60+ 
years. The aim was therefore to demonstrate that immune responses in the generally 
immunocompetent population enrolled into C3671023 would be non-inferior to immune responses 
documented in C3671013. The applicant assumed that a demonstration of non-inferiority in C3671023 
would support a conclusion that, if studied, there would also be non-inferior immune responses in 
adults aged 18-59 years without such underlying conditions. This is a very reasonable assumption.  

3.2.  Favourable effects 

The four co-primary primary endpoints were the GMTs and seroresponse rates (as defined in the 
protocol) based on anti-RSV A and anti-RSV B neutralizing antibody titres in sera obtained at 1-month 
post-vaccination. In the four co-primary analyses conducted in the evaluable immunogenicity 
populations, the RSV A and RSV B GMTs and seroresponse rates were compared between 437 adults 
aged 18-59 years assigned to RSVpreF in C3671023 vs. 410 randomly selected adults aged 60+ years 
who received RSVpreF in C3671013. Sera from the two studies were tested concurrently.  
Noninferiority was to be declared if the lower bounds of the 95% adjusted GMRs were >0.667 and the 
lower bounds of the 95% of seroresponse rates differences were >-10% for both RSV A and RSV B. 
While there is no immune correlate of protection established for prevention of RSV, these non-
inferiority acceptance criteria are acceptable. Moreover, study success required that all four analyses 
met the applicable criteria, which is appropriate.  
 
Study C3671023 met the enrolment target, with 681 participants randomised into the study of which 
99.6% received study intervention. In general, conduct of the study appears to have been satisfactory, 
with few important protocol deviations. Although there were no stratification factors applied at 
randomisation, approximately half of subjects were in the age groups 18-49 vs. 50-59 years.  
 
With an inevitable difference in age between the test and reference groups included in the primary 
(immunobridging) analysis, there was no declared aim to attempt to match the populations based on 
other characteristics. With the immunodeficient excluded in both studies, and with 44% of the 
reference population having at least one pre-specified underlying condition, it is unlikely that the 
differences would have biased the study towards demonstrating non-inferiority.  
 
Noninferiority was demonstrated for the primary immunogenicity objective, with the pre-defined 
criteria met for the four co-primary endpoints. The results suggested that greater immune responses 
were achieved in the 18-59 years group with underlying medical conditions vs. the 60+ group 
including 44% with underlying conditions, noting that the pre-specified conditions were not necessarily 
expected to affect the magnitude of the immune response.  
 
For the immunobridging coprimary estimand as measured by GMRs, due to the known differences for 
C3671023 Substudy A and C3671013, the analysis was based on the ANCOVA model with sex and 
baseline titre (in logarithm scale) adjusted to compare the GMTs (i.e. adjusted GMRs). The unadjusted 
analysis provided very similar results. The CSR also provided the model-adjusted and unadjusted 
analyses for the mITT immunogenicity population. With only small differences in numbers included in 
each population, the results were compatible with those for the evaluable immunogenicity population.   
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For the immunobridging coprimary estimand as measured by seroresponse rates, at one month after 
vaccination with RSVpreF and with noninferiority criteria met, seroresponse rates were higher for 
adults 18-59 years vs. adults 60+ years. Similar results were obtained in the mITT immunogenicity 
population. Results for the pre-planned analysis for differences in seroresponse rates were also 
consistent with those for the primary analysis with higher rates in the adults aged 18-59 years 
compared to adults 60+ years. 
In the placebo group of C3671023 there was no shift in GMTs for RSV A and RSV B from baseline to 
month 1 compared to GMFRs ≥17.5 in the RSVpreF group. This finding indicates that natural exposure 
to RSV during the one-month period was unlikely to have affected the post-vaccination titres observed. 
 
Immune responses were similar for adults aged 18-49 and 50-59 years.  

3.3.  Uncertainties and limitations about favourable effects 

In the absence of an immune correlate of protection for RSV disease, this application rests on the 
principles of immunobridging based on comparing the functional antibody responses to vaccination in 
subjects aged 18-59 years with those in adults 60+ years in whom efficacy was previously 
demonstrated against RSV LRTD. Whereas this is a commonly used and broadly acceptable approach, 
it is not possible to conclude definitively that the immune responses observed in adults 18-59 years, 
which were actually rather greater in magnitude than those in adults aged 60+ years, will necessarily 
translate into at least comparable protection. Nevertheless, it is a very reasonable assumption that the 
vaccine will be efficacious in the younger adults although the risk of severe RSV disease and thus, the 
clinical benefit of a RSV vaccination, is less clear for healthy adults aged 18-59 years compared to 
those with factors putting them at high risk of severe RSV disease. 

3.4.  Unfavourable effects 

The initial MAA for Abrysvo included safety data for adults aged 60+ years and for pregnant women, 
along with some Phase 1 data in healthy and non-pregnant adults aged <60 years. Thus, few data 
were available from non-pregnant adults aged 18-59 years. In the current application dossier, the new 
safety data come from C3671023, with follow-up to the 6-month final safety visit. In this study, the 
safety analysis was conducted in 453 in the Abrysvo group and 225 in the placebo group. Of this total 
678 persons, 650 (95.4%) completed the study, i.e. completed the 6-month safety follow-up visit 
(Visit 3).  
 
As expected from prior data, the proportions reporting local reactions within 7 days of vaccination were 
higher in the RSVpreF group than the placebo group (36.6% vs. 11.6% overall) and the most 
frequently reported local reaction in both groups was pain at the injection site. However, local 
reactions were mild or moderate in severity and were short-lived. In the RSVpreF group, the reporting 
rates for local reactions were numerically higher for the younger subgroup (18-49 years) and in 
females. This pattern is not unusual for vaccines used in adults. Compared to older adults (≥60 years), 
local reactions might be approximately three times more frequent in the younger population 18-59 
years, mainly driven by the higher rate for injection site pain. 

In contrast, rates for systemic events within 7 days after vaccination were more similar between 
RSVpreF and placebo groups, the most common being fatigue and with low fever rates. Again 
reporting rates in the RSVpreF subgroup were higher for the younger age subgroup and in females. 
Fatigue (37.3%), headache (28.4%) and muscle pain (24.4%) were the most frequently reported 
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systemic reactions in high-risk individuals. Only muscle pain was reported more frequently in the 
RSVpreF group in C3671023 Substudy A compared to the placebo group. Similar to the rate in 
pregnant women, systemic reactions were reported at least twice as frequently compared to older 
adults (≥60 years). The incidence of fever was low and occurred at a similar frequency in RSVpreF 
(1.6%) and placebo (1.3%) groups. 

For all other AEs reported up to the 1-month follow-up visit, rates were low and similar for the 
RSVpreF and placebo groups. Few were severe and none was immediate and/or life-threatening.  
 
The proportions reporting any AEs (including reactogenicity) were similar between RSVpreF and 
placebo groups and also generally similar to rates reported for pregnant women and older adults. Most 
AEs were mild or moderate in severity. There was one case of urticaria with onset on day 1 that was 
considered related. The table of ADRs in section 4.8 of the SmPC was amended to note that 
hypersensitivity reactions include urticaria. 
 
No AESIs/Tier 1 AEs (including Guillain-Barre syndrome and Miller Fisher syndrome) were reported in 
the study.  
 
Rates for SAEs were comparable between RSVpreF and placebo/control groups in high-risk patients 
(RSVpreF: 1.1%, Placebo: 3.1%) and in the healthy/pregnant pooled safety set (RSVpreF: 12.6%, 
Control: 14.0%). The higher rate of SAEs in the pooled set mainly originates from pregnancy-related 
AEs since most participants of the pooled set were pregnant women. 
 
In C3671023 Substudy A, 1 participant had an AE leading to death in the RSVpreF group due to a 
cardio-respiratory arrest which was not considered related to vaccination. In the pooled dataset, 2 AEs 
leading to death were reported in the RSVpreF group (due to postpartum haemorrhage and 
hypovolemic shock of a maternal participant; and due to toxicity to various agents). Both deaths were 
not considered related to vaccination. 

3.5.  Uncertainties and limitations about unfavourable effects 

Whereas the total number of adults aged 18-59 years exposed to RSVpreF is relatively modest, the 
safety database for this vaccine was already extensive pre-licensure and it is expected that routine 
usage will result in extensive experience derived from routine pharmacovigilance.  

3.6.  Effects Table 

Table 30 Effects Table for Abrysvo in C3671023 Substudy A 

Effect Short description Unit Treatment Control Strength of 
evidence 

References 

Favourable Effects 
NA RSV A GMT RSVpreF 

18-59 y 
 
41097 

RSVpreF 
60+ y 
 
26225 

Adj GMR (95% CI) 
(ANCOVA) 
 
1.57 (1.39, 1.75) 

C3671023 
vs. 
C3671013 

NA RSV B GMT 37416 24680 1.52 (1.33, 1.72)  
 
 
NA 

 
 
RSV A 

 
 
SR 

 
 
93% 

 
 
88% 

Diff (95% CI) 
 
5.1 (1.2, 9.2) 

same 

NA RSV B SR 93% 85% 8.3 (4.2, 12.6)  
Unfavourable Effects 
   RSVpreF Placebo  C3671023 



 
Assessment report   
EMA/109450/2025  Page 51/53 
 

Effect Short description Unit Treatment Control Strength of 
evidence 

References 

Local 
AE 

7 days % 36.6% 11.6% Most common was 
pain 

 

Syste
mic 
AE 

7 days  57.4% 55.6% Most common was 
fatigue 

 

AEs 1 month  8.4% 8.0%   
ADRs  1 month  1.8% 0%   
SAEs study  1.1% 3.1%   
Death study  1 case 0   
Disc study  0.2% 0.4%   

3.7.  Benefit-risk assessment and discussion 

3.7.1.  Importance of favourable and unfavourable effects 

Efficacy 

The humoral immune response upon RSVpreF vaccination was non-inferior in adults 18-59 yoa at 
increased risk of (severe) RSV disease to response in adults ≥60 yoa for whom efficacy was 
demonstrated. The results can be considered robust as all 4 coprimary endpoints encompassing 
neutralizing GMT ratios and difference in seroresponse rates against RSV A and RSV B were met. 
Sensitivity and supplementary analyses supported primary immunogenicity conclusions.  

Although the healthy 18-59 yoa population was not included in the non-inferiority exercise, supportive 
immunogenicity data suggest that robust immune response is induced by the vaccine. Further, it is 
considered plausible that immune response upon RSVpreF vaccination is not different between healthy 
adults and adults with chronic medical conditions or older adults.  

Safety 

Compared to the already authorized group of older adults (≥60 yoa), especially reactogenicity seems 
to be more frequent in younger individuals (18-59 yoa), which is the population that should be added 
to the label via this EOI. Local reactions might be approximately three times more frequent in the 
younger population (18-59 yoa), mainly driven by vaccination site pain. Similarly, 2-3 times more 
younger subjects experienced systemic reactions, where fatigue, headache and muscle pain were most 
frequently reported systemic reactions in high-risk individuals. It is not unexpected that younger 
individuals experience reactogenicity reactions more frequently than older adults. Reactogenicity data 
from (non-pregnant) healthy individuals were also provided to complement the data from high-risk 
patients. Apart from reactogenicity, the overall AE profile seems comparable between the RSVpreF 
group and placebo/control. 

In total, the AE profile seems to be comparable to the two special populations in which the vaccine has 
already been authorised (pregnant women to passively protect their infants and older adults). 

3.7.2.  Balance of benefits and risks 

With testing of sera in parallel, the comparisons made between adults aged 18-59 with pre-specified 
underlying conditions in C3671023 and adults aged 60+ years in C3671013 support an overall 
conclusion that neutralizing antibody elicited by RSVpreF is at least as high in the former cohort 
compared to the latter cohort. Although there is no immune correlate of protection established for 
RSV, this immunobridging exercise supports a conclusion that protection against RSV is likely at least 
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as good in adults aged 18-59 years as has been documented in adults aged 60+ years. Nevertheless, 
the clinical benefit of a RSV vaccination, is less clear for healthy adults aged 18-59 years compared to 
those with factors putting them at high risk of severe RSV disease. 
 
While C3671023 was conducted in adults aged 18-59 years with at least one pre-specified underlying 
medical condition, there was no expectation that the underlying conditions would have an important 
effect on the immune responses to RSVpreF. Nevertheless, it is presumed that the intent was to 
conduct the immunobridging exercise such that the applicability of the results across a broadly 
immunocompetent population aged 18-59 years would not be questioned. That being the case, the 
final extension of the indication is not restricted in any way, but simply refers to Active immunisation 
of individuals 18 years of age and older for the prevention of lower respiratory tract disease caused by 
RSV. This wording allows NITAGs to determine if and how to recommend use in adults aged from 18 
years just as the currently approved indication allows them to do the same from a minimum age of 60 
years.  
 
In particular, the proposed wording allows NITAGs to select certain adults for vaccination either 
because they are considered to be at risk of severe disease if they become infected with RSV and/or 
because they are particularly at risk of acquiring RSV disease due to their employment even if the 
disease is expected to be mild in severity. For example, NITAGS may choose to target healthcare 
workers (or subgroups most likely to care for RSV cases) to minimize staff shortages during the RSV 
season just as influenza vaccines are targeted in many countries. 
 
There are no new major concerns raised by the safety data for RSVpreF vs. placebo in C3671023.  

Reflecting these considerations, the CHMP agreed with the extended indication statement for active 
immunisation of adults. 

3.8.  Conclusions 

The overall B/R of Abrysvo for active immunisation of individuals 18 years of age and older for the 
prevention of lower respiratory tract disease caused by RSV is positive. 

4.  Recommendations 

Outcome 

Based on the review of the submitted data, the CHMP considers the following variation acceptable and 
therefore recommends, by consensus, the variation to the terms of the Marketing Authorisation, 
concerning the following change: 

Variation accepted Type Annexes 
affected 

C.I.6.a  C.I.6.a - Change(s) to therapeutic indication(s) - Addition 
of a new therapeutic indication or modification of an 
approved one  

Type II I and IIIB 

Extension of indication to include active immunisation of individuals 18 through 59 years of age for 
ABRYSVO, based on final results from C3671023 Substudy A; this is a Phase 3 double-blinded, 
randomised, placebo-controlled study of safety, tolerability and immunogenicity of Abrysvo in 
participants ≥18 to <60 years of age at high risk of severe RSV disease due to certain chronic medical 
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conditions. As a consequence, sections 4.1, 4.2, 4.8 and 5.1 of the SmPC are updated. The Package 
Leaflet is updated in accordance. Version 1.1 of the RMP has also been approved. In addition, the MAH 
took the opportunity to implement editorial changes to the SmPC.  

Furthermore, the CHMP reviewed the data submitted by the marketing authorisation holder, taking into 
account the provisions of Article 14(11) of Regulation (EC) No 726/2004 and considers by consensus 
that the new therapeutic indication brings significant clinical benefit in comparison with existing 
therapies, as set out in Annex IV. 

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and 
to the Risk Management Plan (RMP). 

Amendments to the marketing authorisation 

In view of the data submitted with the variation, amendments to Annexes I and IIIB and to the Risk 
Management Plan are recommended. 

Additional market protection 

Furthermore, the CHMP reviewed the data submitted by the MAH, taking into account the provisions of 
Article 14(11) of Regulation (EC) No 726/2004, and considers that the new therapeutic indication 
brings significant clinical benefit in comparison with existing therapies (see appendix” CHMP AR on 
additional marketing protection”).  
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