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Status of this report and steps taken for the assessment 

Current 
step 

Description Planned date Actual Date 

 Start date 22 June 2026 22 June 2026 

 CHMP Rapporteur AR  27 July 2026 16 June 2026 

 CHMP comments 10 August 2026 10 August 2026 

 Updated CHMP Rapporteur AR 13 August 2026 12 August 2026 

 CHMP outcome 20 August 2026 20 August 2026 
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1.  Introduction 

On 4 June 2026, the MAH submitted a completed paediatric study for Prevenar 13, in accordance with 
Article 46 of Regulation (EC) No1901/2006, as amended. 

A short critical expert overview has also been provided.  

2.  Scientific discussion 

2.1.  Information on the development program 

The MAH stated that Study B7471024 - A Phase 3 Randomized, Double-Blind Trial to Evaluate the 
Safety and Immunogenicity of a 20-Valent Pneumococcal Conjugate Vaccine Given in a Series of 3 
Infant Doses and 1 Toddler Dose in Infants in India and Taiwan is a stand alone study. 

2.2.  Information on the pharmaceutical formulation used in the study 

13vPnC is a sterile liquid suspension formulation containing saccharides from pneumococcal serotypes 
1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F individually conjugated to CRM197. The vaccine 
is formulated to contain 2.2 µg of each saccharide, except for 4.4 µg of 6B, per 0.5-mL dose. The 
vaccine contains succinate buffer, sodium chloride, polysorbate 80, and 125 µg aluminum as aluminum 
phosphate, per 0.5-mL dose. 

20vPnC contains the serotypes present in 13vPnC, and 7 new serotypes (8, 10A, 11A, 12F, 15B, 22F, 
and 33F), individually conjugated to CRM197. 20vPnC uses the same platform and contains the same 
excipients as 13vPnC (Prevnar 13®/Prevenar 13®). 

2.3.  Clinical aspects 

Introduction 

The MAH submitted a final report for: 

• Study B7471024 - A Phase 3 Randomized, Double-Blind Trial to Evaluate the Safety and 
Immunogenicity of a 20-Valent Pneumococcal Conjugate Vaccine Given in a Series of 3 Infant Doses 
and 1 Toddler Dose in Infants in India and Taiwan. 

The marketing authorisation for 13vPnC for the immunisation of children 6 weeks to 5 years of age 
was approved in the EU on 09 December 2009 with the following indication: 

• Active immunisation for the prevention of invasive disease, pneumonia, and AOM caused by S 
pneumoniae in infants and children from 6 weeks to 5 years of age. 

Later on, based on results from additional clinical trials, the indication of 13vPnC was extended for all 
children from 6 weeks of age and adults. Since 26 February 2015, the current EU-approved indications 
for the use of 13vPnC are therefore: 

• Active immunisation for the prevention of invasive disease, pneumonia and acute otitis media 
caused by Streptococcus pneumoniae in infants, children and adolescents from 6 weeks to 17 years of 
age; 

• Active immunisation for the prevention of invasive disease and pneumonia caused by 
Streptococcus pneumoniae in adults ≥18 years of age and the elderly. 
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The marketing authorisation for 20vPnC for the immunisation of adults at least 18 years of age was 
approved in the EU on 14 February 2022 with the following indication:  

Active immunisation for the prevention of invasive disease and pneumonia caused by Streptococcus 
pneumoniae in individuals 18 years of age and older. 

The marketing authorisation for 20vPnC for the immunisation of children 6 weeks to 18 years of age 
was approved in the EU on 11 March 2024 with the following indication: 

Active immunisation for the prevention of invasive disease, pneumonia, and acute otitis media caused 
by Streptococcus pneumoniae in infants, children, and adolescents from 6 weeks to less than 18 years 
of age.  

Clinical study 

Study B7471024 - A Phase 3 Randomized, Double-Blind Trial to Evaluate the Safety and 
Immunogenicity of a 20-Valent Pneumococcal Conjugate Vaccine Given in a Series of 3 Infant Doses 
and 1 Toddler Dose in Infants in India and Taiwan 

Description 

The purpose of this Phase 3, multicenter, randomised, double-blind study was to assess the safety and 
immunogenicity of 20vPnC in infants and to provide key safety data to support licensure in this 
population in India and Taiwan. The targeted age of the population for this study, infants ≥42 to ≤84 
days of age, has been selected as this is the range that encompasses the routinely recommended age 
for initial vaccination with PCVs and other vaccines in infants in India and Taiwan. The specific dosing 
was given according to a local recommended schedule. 13vPnC has been used as an active comparator 
in this study. Please see the details of the study design in figure below. 

Methods 

 

Study participants and treatments 

Approximately 540 healthy infants ≥42 to ≤84 days of age in India (approximately 350 infants) and 
Taiwan (approximately 190 infants) were to be enrolled and randomised (1:1) to receive either 20vPnC 
or 13vPnC. The infants were to receive vaccine according to a schedule of 3 infant doses and a toddler 
dose. The specific dosing was to be given according to the local recommended schedule. In India, the 
infant doses were given at approximately 6, 10, and 14 weeks of age, and in Taiwan the infant doses 
were given at approximately 8, 16, and 24 weeks of age. All toddler doses were given at 
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approximately 12 to 15 months of age. Most other routine paediatric vaccines were generally permitted 
according to official local recommendations/regulations at any time throughout study participation. 

Each participant was planned to participate in the study for up to approximately 15 months. 

Objectives, Outcomes/endpoints 

Primary 
Safety 
Objective 

Primary Safety Endpoints Primary Safety Estimands 

• To describe the 
safety profile of 
20vPnC in healthy 
infants in India and 
Taiwan, separately 
by country 

• Prompted local reactions 
(redness, swelling, and 
pain at the injection site) 

• Prompted systemic events 
(fever, decreased appetite, 
drowsiness/increased sleep, 
and irritability) 

• AEs 
• SAEs 

In participants receiving at least 1 
dose of study intervention with safety 
follow-up after any vaccination, the 
percentage of participants reporting: 
• Prompted local reactions at the 

injection site of study 
intervention within 7 days after 
each dose in each group 

• Prompted systemic events within 
7 days after each dose in each 
group 

• AEs from Dose 1 through 1 month 
after Dose 3 in each group 

• AEs from Dose 4 through 1 month 
after Dose 4 in each group 

• SAEs from Dose 1 through 1 
month after Dose 4 in each 
group 

Primary 
Immunogenicit
y Objective 
(India 
Participants 
Only) 

Primary Immunogenicity 
Endpoint (India Participants 
Only) 

Primary Immunogenicity Estimand 
(India Participants Only) 

• To describe the 
immunogenicity 
of 20vPnC in 
healthy infants in 
India after Dose 4 

• Pneumococcal 
IgG 
concentration 

In participants who are in compliance 
with the key protocol criteria 
(evaluable participants) in India at 1 
month after Dose 4 in each group: 
• IgG GMCs for the 20vPnC serotypes 

Secondary 
Immunogenicity 
Objectives 

Secondary 
Immunogenicity 
Endpoints 

Secondary Immunogenicity 
Estimands 

• To describe the 
immunogenicity of 
20vPnC in healthy 
infants after Dose 
3, separately by 
country 

• Pneumococcal 
IgG 
concentration 

In evaluable participants at 1 month 
after Dose 3 in each group: 
• IgG GMCs for the 20vPnC serotypes 
• Percentages of participants with 

predefined serotype-specific IgG 
concentration for the 20vPnC 
serotypes 

• To describe the 
immunogenicity of 
20vPnC in healthy 
infants after Dose 
4, separately by 
country 

• Pneumococcal 
IgG 
concentration 

In evaluable participants at 1 month 
after Dose 4 in each group: 
• IgG GMCs for the 20vPnC 

serotypes (Taiwan participants 
only) 

• Percentages of participants with 
predefined serotype-specific IgG 
concentration for the 20vPnC 
serotypes 

Exploratory Objective Exploratory Endpoints Exploratory Estimands 
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• To further describe 
the 
immunogenicity of 
20vPnC, separately 
by country 

• Pneumococcal OPA titers 
• Pneumococcal 

IgG 
concentrations 

In evaluable participants in each group: 
• OPA GMTs 1 month after Dose 3 
• OPA GMTs 1 month after Dose 4 
• IgG GMFRs from 1 month after 

Dose 3 to 1 month after Dose 4 
• IgG GMFRs from before Dose 4 

to 1 month after Dose 4 

 

Sample size 

The study size is not based on any formal statistical hypothesis test as this is a descriptive study. The 
sample size calculation for Indian cohort based on primary immunogenicity objective and for 
Taiwanese cohort on primary safety objective. 

In the India Cohort (excluding Site 1012), 

• 250 (99.6%) participants were included in the safety population: 125 (100.0%) and 125 
(99.2%) participants in the 20vPnC and 13vPnC groups, respectively. 

• 235 (93.6%) participants were included in the Dose 3 evaluable immunogenicity population: 
119 (95.2%) and 116 (92.1%) participants in the 20vPnC and 13vPnC groups, respectively. 

• 216 (86.1%) participants were included in the Dose 4 evaluable immunogenicity population: 
112 (89.6%) and 104 (82.5%) participants in the 20vPnC and 13vPnC groups, respectively. 

In the Taiwan Cohort, 

• 190 (100.0%) participants were included in the safety population: 94 (100.0%) and 96 
(100.0%) participants in the 20vPnC and 13vPnC groups, respectively. 

• 186 (97.9%) participants were included in the Dose 3 evaluable immunogenicity population: 92 
(97.9%) and 94 (97.9%) participants in the 20vPnC and 13vPnC groups, respectively. 

• 180 (94.7%) participants were included in the Dose 4 evaluable immunogenicity population: 88 
(93.6%) and 92 (95.8%) participants in the 20vPnC and 13vPnC groups, respectively. 

Randomisation and blinding (masking) 

This was a double-blind study. All participants were randomized to study intervention using an IRT.  

Statistical Methods 

The primary safety objective was evaluated by descriptive summary statistics for local reactions, 
systemic events, and AEs (including SAEs). AEs were categorized according to the MedDRA. Local 
reactions (redness, swelling, and pain at the injection site) and systemic events (fever, decreased 
appetite, drowsiness/increased sleep, and irritability) were prompted for and collected daily by the 
participants’ parents/legal guardians using an e-diary application, for 7 days following each dose (Days 
1 through 7, where Day 1 was the day of vaccination). 

AEs were collected from the time the participants’ parents/legal guardians provided informed consent 
through 1 month after Dose 3 (Visit 4) and from Dose 4 (Visit 5) through 1 month after Dose 4 (Visit 
6). SAEs were collected from informed consent through 1 month after Dose 4 (Visit 6). 

The primary and/or secondary immunogenicity objectives were evaluated by descriptive summary 
statistics for serotype-specific IgG results 1 month after Dose 3 and 1 month after Dose 4. The 
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exploratory immunogenicity objectives were evaluated by descriptive summary statistics. Blood 
samples (approximately 5 mL per sample) were collected from all participants at Visit 4 (1 month after 
Dose 3), Visit 5 (prior to administration of Dose 4), and Visit 6 (1 month after Dose 4) for 
measurement of IgG concentrations and OPA titers. OPA titers were measured in randomly selected 
subsets of participants from each vaccine group. 

Results 

Participant flow 

India 

Safety and immunogenicity data from all participants enrolled at Site 1012 were excluded from the 
analysis presented in the CSR body due to the audit findings. 

Excluding Site 1012, 251 participants were randomized; 241 (96.0%) participants completed all 3 
infant doses, 240 (95.6%) participants completed the follow-up visit after Dose 3, 226 (90.0%) 
participants received all 4 doses, and 224 (89.2%) participants completed all visits per protocol. 
Disposition of all randomized participants was similar in the 20vPnC and 13vPnC groups. 

A total of 27 (10.8%) participants were withdrawn from the trial due to: withdrawal by 
parent/guardian (7), protocol deviation (7, participants received prohibited vaccines, lost to follow-up 
(6), no longer meeting eligibility criteria (6), and physician decision (1), see the table below. 
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Taiwan 

A total of 190 participants were randomized, see the table below; 188 (98.9%) participants completed 
all 3 infant doses, 187 (98.4%) participants completed the follow-up visit after Dose 3, 184 (96.8%) 
participants received all 4 doses, and 182 (95.8%) participants completed all visits per protocol. 
Disposition of all randomized participants was similar in the 20vPnC and 13vPnC groups. 

A total of 8 (4.2%) participants were withdrawn from the trial due to: no longer meeting eligibility 
criteria (5), withdrawal by parent/guardian (2), and AE (1, COVID-19,). Of the 5 participants no longer 
meeting eligibility criteria, 3 were related to caregiver(s) no longer agreeing to study interventions 
(refusing blood collection) and 2 were due to the family moving away from treatment area. The 1 
withdrawal due to an AE of COVID-19 was due to that participant receiving immunoglobulin treatment 
for COVID-related neurologic symptoms. 
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Recruitment 

 

 India Taiwan 

Study initiation date 02 May 2024 16 September 2022 

Interim cut-off 20 September 2025 22 May 2024 

 

Baseline data 

Demographic and baseline characteristics of race, ethnicity, and age for the safety population were 
similar in the 2 vaccine groups, see the tables below. 
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India 

 

Taiwan 
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Number analysed 

Safety population 20vPnC 13vPnC Total 

India 125 125 250 

Taiwan 94 96 190 

 

Efficacy results 

In the India Cohort (excluding Site 1012), 

• At 1 month after Dose 4, the observed serotype-specific IgG GMCs for all 13 matched 
serotypes in the 20vPnC group were generally similar to the GMCs for the corresponding serotypes in 
the 13vPnC group, see the results in table below. 

• At 1 month after Dose 3, the observed serotype-specific IgG GMCs for all 13 matched 
serotypes in the 20vPnC group were similar to the GMCs for the corresponding serotypes in the 
13vPnC group. 

• For the 13 matched serotypes, the percentages of participants with predefined serotype 
specific IgG concentrations were ≥85.1% in the 13vPnC group 1 month after Dose 3, and ≥97.1% 1 
month after Dose 4. 

• 13vPnC also elicited functional OPA responses to all vaccine serotypes, based on the observed 
OPA GMTs, GMFRs, percentages of participants with OPA titers ≥ LLOQ at 1 month after Dose 3 and 1 
month after Dose 4, and percentages of participants with ≥4-fold rise at 1 month after Dose 4. 
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In the Taiwan Cohort, 

• At 1 month after Dose 4, the observed serotype-specific IgG GMCs for all 13 matched 
serotypes in the 20vPnC group were similar to the GMCs for the corresponding serotypes in the 
13vPnC group, see the results in table below. 

• At 1 month after Dose 3, the observed serotype-specific IgG GMCs for all 13 matched 
serotypes in the 20vPnC group were generally similar to the GMCs for the corresponding serotypes in 
the 13vPnC group. 

• For the 13 matched serotypes, the percentages of participants with predefined serotype 
specific IgG concentrations in the 13vPnC group were ≥94.7% 1 month after Dose 3, and ≥97.8% 1 
month after Dose 4. 

• 13vPnC also elicited functional OPA responses to all vaccine serotypes, based on the observed 
OPA GMTs, GMFRs, percentages of participants with OPA titers ≥ LLOQ at 1month after Dose 3 and 1 
month after Dose 4, and percentages of participants with ≥4-fold rise at 1 month after Dose 4. 
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Safety results 

In the India Cohort (excluding Site 1012), 

• The percentages of participants with prompted local reactions were generally similar in the 
20vPnC and 13vPnC groups after each dose. The most frequently reported local reaction was pain at 
the injection site (32.2% to 58.1% in the 20vPnC group and 35.2% to 68.0% in the 13vPnC group). 
Most local reactions were mild or moderate in severity and generally resolved with median durations 
between 1 to 2 days in both groups, see the results in table below. 
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• The percentages of participants with prompted systemic events were generally similar in the 
20vPnC and 13vPnC groups after each dose. The most frequently reported systemic events were 
irritability (18.6% to 66.1% in the 20vPnC group and 19.4% to 67.2% in the 13vPnC group) and 
drowsiness (6.8% to 32.3% in the 20vPnC group and 6.5% to 33.6% in the 13vPnC group). Most 
systemic events were mild or moderate in severity and generally resolved with median duration 
between 1 to 3 days and 1 to 5 days for 20vPnC and 13vPnC, respectively. The percentages of 
participants with any fever of ≥38.0°C were similar in the 20vPnC (1.7% to 18.5%) and 13vPnC 
groups (2.8% to 15.2%), and fever of >38.9°C was reported infrequently. 

• The percentages of participants with AEs were similar in the 20vPnC and 13vPnC groups from 
Dose 1 to 1 month after Dose 3 (16.8% vs 22.4%) and from Dose 4 to 1 month after Dose 4 (6.8% vs 
3.7%). No safety concerns were identified. 

• No SAEs were reported in the 20vPnC group after Dose 1. Two SAEs were reported in the 
13vPnC group from Dose 1 to 1 month after Dose 3 and were assessed by the investigator as not 
related to study intervention. 

Safety analysis from the participants from Site 1012 in the India Cohort did not demonstrate any new 
safety signal for the 20vPnC or 13vPnC profile. 

Local Reactions 
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Systemic Events 
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In the Taiwan Cohort, 

• The percentages of participants with prompted local reactions were generally similar in the 
20vPnC and 13vPnC groups after each dose. The most frequently reported local reaction was swelling 
(9.6% to 27.8% in the 20vPnC group and 15.6% to 30.2% in the 13vPnC group). Most local reactions 
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were mild or moderate in severity and generally resolved with median durations between 1 and 6 days 
in the 20vPnC group and 1 and 4 days in the 13vPnC group, see the results in table below. 

• The percentages of participants with prompted systemic events were generally similar in both 
the 20vPnC and 13vPnC groups after each dose. The most frequently reported systemic events were 
irritability (31.1% to 43.0% in the 20vPnC group and 35.1% to 46.9% in the 13vPnC group) and 
drowsiness (23.3% to 52.1% in the 20vPnC group and 33.0% to 50.0% in the 13vPnC group). Most 
systemic events were mild or moderate in severity and generally resolved with median durations 
between 1 to 3 days. The percentages of participants with any fever of ≥38.0°C were similar in the 
20vPnC (4.3% to 15.6%) and 13vPnC groups (6.3% to 13.8%), and fever of >38.9°C was reported 
infrequently. 

• The percentages of participants with AEs were similar in the 20vPnC and 13vPnC groups from 
Dose 1 to 1 month after Dose 3 (46.8% vs 45.8%) and from Dose 4 to 1 month after Dose 4 (12.2% 
vs 17.0%). No safety concerns were identified. 

• The percentages of participants with SAEs from Dose 1 to 1 month after Dose 4 were similar in 
the 20vPnC and 13vPnC groups (19.1% vs 12.5%). All SAEs were assessed by the investigator as not 
related to study intervention. 

Local Reactions 
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Systemic Events 
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Discussion on clinical aspects 

The study Study B7471024 was conducted to support licensure for this population in India and Taiwan, 
respectively. The study used 13vPnC as an active comparator and, as a result, the results for Study 
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B7471024 are being submitted according to Article 46, though the intent of the study is to support the 
clinical development and licensure of 20vPnC outside Europe. In Indian and Taiwanese infants, 20vPnC 
was observed to have a tolerability and safety profile similar to that of 13vPnC. The 4-dose series of 
20vPnC elicits robust immune responses that are expected to provide protection against pneumococcal 
disease due to the 20 serotypes in Indian and Taiwanese infants. 

Safety and immunogenicity results with 13vPnC from this study are consistent with the known profile 
of 13vPnC as reflected in the EU SmPC and support the continued use of 13vPnC. The submitted study 
does not change the benefit-risk balance for Prevenar 13. 

3.   CHMP overall conclusion and recommendation 

The study confirms what is already known about immune responses and safety of Prevenar 13. No 
changes are being proposed to the Prevenar 13 label in this submission and this is acceptable. The P46 
procedure is considered fulfilled. 

  Fulfilled: 

No regulatory action required. 
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