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Item 7.01. Regulation FD Disclosure.

On October 5, 2026, Vaxcyte, Inc. (the “Company”) issued a press release announcing positive topline data from its Phase 3 OPUS-1 pivotal adult trial
evaluating the safety, tolerability and immunogenicity of VAX-31, the Company’s 31-valent pneumococcal conjugate vaccine candidate designed to
prevent invasive pneumococcal disease and pneumococcal pneumonia. The press release is attached as Exhibit 99.1 to this Current Report on Form 8-K
and is incorporated herein by reference.

Exhibit 99.1 shall not be deemed to be “filed” for purposes of Section 18 of the Securities Exchange Act of 1934, as amended (the “Exchange Act”), or
otherwise subject to the liabilities of that section, nor shall it be deemed incorporated by reference into any registration statement or other document
filed under the Securities Act of 1933, as amended or the Exchange Act, except as shall be expressly set forth by specific reference in such filing.

Item 8.01. Other Events.

On October 5, 2026, the Company also made available the slide presentation attached as Exhibit 99.2 to this Current Report on Form 8-K, which is
incorporated herein by reference.

Item 9.01. Financial Statements and Exhibits.
(d)  Exhibits

Exhibit

Number Description

99.1 Press Release, dated October 5, 2026
99.2 Slide Presentation, dated October 5, 2026

104 Cover Page Interactive Data File (embedded within the Inline XBRL document)
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Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned thereunto duly authorized.

VAXCYTE, INC.

Date: October 5, 2026 By: /s/ Andrew Guggenhime

Andrew Guggenhime
President and Chief Financial Officer



VAXCYTE

Vaxcyte Reports Positive Topline Data from OPUS-1, the Pivotal Adult Phase 3
Trial of VAX-31, the Company’s 31-Valent Pneumococcal Conjugate Vaccine Candidate

VAX-31 Met All Prespecified Primary Endpoints Across Age Groups Studied Compared to Prevnar 20® (PCV20) and/or Capvaxive® (PCV21)

Prespecified Co-Primary I y Endj In Adults 50 and Older, All 28 VAX-31 Serotypes Shared with PCV20 and/or PCV21 Met
Noninferiority Criterion at >0.667 T hreshold; All Three Serotypes Unique to VAX-31 and Cross-Reactive Serotype 20B Met Superiority Criterion

Prespecified Primary Immunobridging Endpoint: Across All 32! Serotype Comparisons, VAX-31 Met Noninferiority Criterion at >0.667 Threshold
in Adults Aged 18-49 Compared with Adults Aged 50-64

Prespecified Primary Safety Endpoint: VAX-31 Was Well Tolerated and Demonstrated a Safety Profile Similar to PCV20 and PCV21 Across All
Ages Studied
Prespecified Individual Comparator Results: VAX-31 Met Noninferiority Criterion at >0.667 Threshold for 20 of 20 Serotypes Shared with PCV20
and 17 of 19 Shared with PCV21, and at Historical >0.5 Threshold, VAX-31 Met Noninferiority Criterion for 19 of 19 Shared with PCV21?
Company Expects to Report Results from OPUS-2 and OPUS-3 Adult Phase 3 Trials in First Half of 2027, Supporting Planned Biologics License
Application Submission in First Half of 2028
Topline Results Further Validate Potential of Vaxcyte’s Carrier-Sparing Platform to Deliver Broader Coverage While Maintaining Magnitude of
Immune Responses

Company to Host Webcast/Conference Call Today at 8:00 a.m. ET/5:00 a.m. PT

SAN CARLOS, Calif., October 5, 2026 — Vaxcyte, Inc. (Nasdaq: PCVX), a clinical-stage vaccine innovation company, today announced positive
topline results from the OPUS-1 pivotal adult Phase 3 trial evaluating the safety, tolerability and immunogenicity of VAX-31, the Company’s next-
generation 31-valent pneumococcal conjugate vaccine (PCV) candidate, for the prevention of invasive pneumococcal disease (IPD) and pneumococcal
pneumonia. The results of OPUS-1 will serve as the cornerstone of a planned filing of a Biologics License Application (BLA), which will be subject to

U.S. Food and Drug Administration (FDA) review.

In the OPUS-1 trial, VAX-31 met all prespecified co-primary immunogenicity endpoints in adults 50 and older:
All 28 VAX-31 serotypes shared with PCV20 and/or PCV21 met the prespecified noninferiority criteria (lower bound of the 95%
confidence interval (LBCI) >0.667).3

*  For the 11 serotypes shared by VAX-31, PCV20 and PCV21, VAX-31 met all 11 primary noninferiority assessments based on
opsonophagocytic activity (OPA) geometric mean ratios (GMRs). For each serotype, the prespecified analysis required
noninferiority against one or both comparators, using an OPA GMR noninferiority criterion of LBCI >0.667 with prespecified

multiplicity adjustment.?



«  For the nine serotypes only in VAX-31 and PCV20, all nine met the prespecified OPA GMR noninferiority criterion (LBCI >0.667).4

«  For the eight serotypes only in VAX-31 and PCV21, all eight met the prespecified OPA GMR noninferiority criterion (LBCI
>0.667).4

. The three serotypes unique to VAX-31 and cross-reactive serotype 20B met the OPA GMR superiority criterion (LBCI >2.0) with
prespecified multiplicity adjustment.3

For the prespecified primary immunobridging endpoint, VAX-31 met the noninferiority criterion (LBCI >0.667) for all 32! serotype OPA GMR
comparisons in adults aged 18-49 compared to adults aged 50-64.

In the study, VAX-31 was well tolerated and demonstrated a safety profile similar to PCV20 and PCV21 at all ages studied.

In the prespecified individual comparator analyses, VAX-31 met the noninferiority criterion (LBCI >0.667) for 20 of 20 serotypes shared with PCV20
and 17 of 19 shared with PCV21. Compared to PCV21, serotypes 3 and 12F missed the LBCI >0.667 noninferiority criterion and met the historical
LBCI >0.5 threshold.2

“We believe these positive OPUS-1 results provide clinical validation of our site-specific, carrier-sparing platform’s potential to deliver broader-
spectrum pneumococcal vaccines while maintaining the magnitude of immune responses,” said Grant Pickering, Chief Executive Officer and
Co-founder of Vaxcyte. “VAX-31 met all prespecified primary immunogenicity endpoints across all age groups studied in this pivotal Phase 3 trial,
providing the clinical cornerstone for our planned Biologics License Application. We believe VAX-31’s combination of broader coverage and robust
immune responses, demonstrated in a trial inaugurating a more stringent noninferiority standard, sets a new benchmark for the class and gives us
confidence in its potential for approval. We look forward to announcing results from OPUS-2 and OPUS-3 in the first half of 2027, to be followed by a
manufacturing consistency study, as we work toward making this vaccine broadly available to help protect adults from the consequences of
pneumococcal disease.”

“These OPUS-1 results strengthen our confidence in VAX-31’s potential to provide broader protection against invasive pneumococcal disease and
pneumococcal pneumonia,” said James Wassil, Chief Scientific Officer and Chief Operating Officer of Vaxcyte. “Given current U.S. epidemiology, with
the serotypes unique to PCV21 accounting for a larger share of adult disease, we expect the comparison of VAX-31 to PCV21 to be a particular focus of
FDA review. PCV20 remains an important immunogenicity comparator for VAX-31, including for serotypes 4 and 19F, which are not contained in
PCV21. We want to extend our gratitude to everyone involved in this program, especially the study participants, trial investigators and sites.”

“Important gaps remain in adult pneumococcal disease coverage, and OPUS-1 highlights VAX-31’s potential to address them,” said Luis Jodar, Ph.D.,
Chief Medical Officer of Vaxcyte. “Today’s adult PCVs differ in the serotypes they cover, requiring tradeoffs between coverage of currently circulating
disease-causing serotypes and preserving coverage of historically important serotypes. VAX-31 is designed to bring both into a single 31-valent vaccine,
with the potential to provide incremental coverage of 13-36% of invasive pneumococcal disease’ and 19-31% of pneumococcal pneumoniaé compared
with currently available adult PCVs.”



About OPUS-1, the VAX-31 Adult Pivotal Phase 3 Trial

OPUS-1 is a randomized, double-blind, active-controlled Phase 3 trial evaluating the safety, tolerability and immunogenicity of the VAX-31 High Dose,
the adult formulation being evaluated in the OPUS Phase 3 program, in healthy, pneumococcal-naive? U.S. adults aged 50 years and older (n=3,572),
with a separate cohort of adults aged 18-49 years (n=475). In the High Dose formulation, all serotypes are dosed at 3.3 mcg, except serotypes 1, 5 and
22F, which are dosed at 4.4 mcg. The trial dosed 4,047 participants at approximately 30 sites across the United States. Participants aged 50 years and
older were randomized 1:1:1 to receive a single dose of VAX-31, PCV20 or PCV21 on Day 1. Participants aged 18-49 years were randomized 3:1 to
receive a single dose of VAX-31 or PCV20 on Day 1, with PCV20 serving as the safety comparator. Immune responses were assessed one month after
vaccination. Safety and tolerability are assessed for six months following vaccination. Additional information about the study can be found at
www.clinicaltrials.gov under the identifier NCT07284654.

Key Topline Study Results
Safety and Tolerability Findings:
. VAX-31 was well tolerated and demonstrated a safety profile similar to PCV20 and PCV21 across all ages studied.

. Frequently reported solicited local and systemic reactions, assessed from Day 1 through Day 7, were generally mild-to-moderate, with the
majority resolving within 48 hours of vaccination, and with no meaningful differences observed across the cohorts.

. No serious adverse events were considered to be related to study vaccines, and there were no study discontinuations due to adverse events.

Immunogenicity Findings:
Prespecified co-primary immunogenicity endpoints in adults 50 and older:

. For the 11 serotypes in common with PCV20 and PCV21, VAX-31 met 11 of 11 serotype OPA GMR comparisons per the prespecified
noninferiority criterion4 (LBCI >0.667) compared to PCV20 and/or PCV21.3

. For the nine serotypes in common with PCV20 only, VAX-31 met 9 of 9 serotype OPA GMR comparisons per the prespecified
noninferiority criterion4 (LBCI >0.667).

. For the eight serotypes in common with PCV21 only, VAX-31 met 8 of 8 serotype OPA GMR comparisons per the prespecified
noninferiority criterion* (LBCI >0.667).

. For the three unique serotypes and cross-reactive serotype 20B, VAX-31 met 4 of 4 serotype OPA GMR comparisons per the prespecified
superiority criterion® (LBCI >2.0) compared to PCV20 and/or PCV21.3

Prespecified primary immunobridging in adults aged 18-49:

. For all 32! serotype OPA GMR comparisons, VAX-31 met the noninferiority criterion (LBCI >0.667) in adults aged 18-49 compared to
adults aged 50-64.

Prespecified individual noninferiority comparisons to PCV20 and PCV21:

. Compared to PCV20: VAX-31 OPA GMRs met the prespecified noninferiority criterion (LBCI >0.667)# for 20 of 20 serotypes in
common.

. Compared to PCV21: VAX-31 OPA GMRs met the prespecified noninferiority criterion (LBCI >0.667)4 for 17 of 19 serotypes in
common. Serotypes 3 and 12F missed the LBCI >0.667 noninferiority criterion and met the historical LBCI >0.5 threshold.2

Key Anticipated PCV Franchise Milestones

Vaxcyte is advancing the clinical development of its PCV programs with several anticipated key milestones, including:



VAX-31 Adult Indication
. Announce safety, tolerability and immunogenicity data from the OPUS-2 and OPUS-3 Phase 3 trials in the first half of 2027.

'VAX-31 Infant Indication

. Announce topline safety, tolerability and immunogenicity data from the VAX-31 infant Phase 2 randomized, dose-finding study from both
the primary three-dose immunization series and booster dose either sequentially or together by the end of the first half of 2027.

Conference Call and Webcast

Vaxcyte will hold a webcast and conference call today, October 5, 2026, at 8:00 a.m. ET / 5:00 a.m. PT to discuss the results from OPUS-1. To
participate in the conference call, please dial 800-445-7795 (domestic) or 785-424-1699 (international) and refer to conference ID PCVX1005. A live
webcast of the conference call will also be available on the investor relations page of the Vaxcyte corporate website at www.vaxcyte.com. After the live
webcast, the event will remain archived on the Vaxcyte website for 30 days.

About Pneumococcal Disease

Pneumococcal disease (PD) is an infection caused by Streptococcus pneumoniae bacteria. It can result in IPD, including meningitis and bacteremia, and
non-invasive PD, including pneumonia, otitis media and sinusitis. In the United States, pneumococcal pneumonia is estimated to result in approximately
225,000 adult hospitalizations each year. Streptococcus pneumoniae is among the World Health Organization’s top antibiotic-resistant pathogens to be
urgently addressed, and the U.S. CDC lists drug-resistant Streptococcus pneumoniae as a “serious threat.” In children under five, Streptococcus
pneumoniae is the leading cause of vaccine-preventable deaths globally. Pneumococci also cause over 50% of all cases of bacterial meningitis in the
United States. Antibiotics are used to treat PD, but some strains of the bacteria have developed resistance to treatments. The morbidity and mortality due
to PD are significant, particularly for young children and older adults, underscoring the need for a broader-spectrum vaccine.

About VAX-31

VAX-31, a 31-valent PCV candidate being evaluated in the OPUS Phase 3 adult clinical program and in a Phase 2 infant clinical program, is designed to
prevent serious and sometimes fatal infections caused by Streptococcus pneumoniae, including IPD, pneumonia and otitis media. Specifically, IPD is
associated with high case-fatality rates, antibiotic resistance and meningitis. VAX-31 is the broadest-spectrum PCV candidate in the clinic today and has
the potential to provide protection against both currently circulating and historically prevalent serotypes. VAX-31 is designed to increase coverage, in a
single vaccine, to approximately 95% of IPD5 and approximately 88% of pneumococcal pneumonia® circulating in adults in the United States aged 50
and older. This disease coverage has the potential to result in VAX-31 providing an incremental 13-36% of coverage for IPD and an incremental 19-31%
of coverage for pneumococcal pneumonia over current standard-of-care adult PCVs. In U.S. children, VAX-31 is designed to cover approximately 91%
of IPD? and approximately 96% of acute otitis media!? due to Streptococcus pneumoniae. This disease coverage has the potential to result in VAX-31
providing an incremental 27-47% of coverage for IPD and an incremental 35-62% of coverage for otitis media over current standard-of-care infant
PCVs.

In May 2025, the FDA expanded the Breakthrough Therapy designation (BTD) for VAX-31 to include the prevention of pneumonia caused by
Streptococcus pneumoniae in addition to the prevention of IPD in adults based on the positive topline results from the VAX-31 adult Phase 1/2 study.



About Vaxcyte

Vaxcyte is a vaccine innovation company engineering high-fidelity vaccines to protect humankind from the consequences of bacterial diseases. VAX-31,
a 31-valent PCV candidate being evaluated in the OPUS Phase 3 adult clinical program and in a Phase 2 infant clinical program, is being developed for
the prevention of IPD and is the broadest-spectrum PCV candidate in the clinic today. VAX-24, a 24-valent PCV candidate, has generated positive Phase
2 clinical results in both adults and infants and is designed to cover more serotypes than any PCV on-market. VAX-31 and VAX-24 are designed to
improve upon standard-of-care PCVs by covering the serotypes in circulation that cause a significant portion of IPD and are associated with high case-
fatality rates, antibiotic resistance and meningitis, while maintaining coverage of previously circulating strains. VAX-XL, in earlier-stage development,
also leverages the Company’s carrier-sparing, site-specific conjugation technology with the aim of further expanding coverage to deliver the broadest-
spectrum candidate in the Company’s PCV franchise.

VAX-A1 is a prophylactic vaccine candidate designed to provide broad, strain-independent protection against disease caused by Group A Strep and is
currently being evaluated in a Phase 1 clinical study in adults. Group A Strep remains a significant global cause of morbidity and mortality across both
adult and pediatric populations and is a leading driver of antibiotic use, underscoring the substantial public health burden.

Vaxcyte is re-engineering the way highly complex vaccines are made through XpressCF®, its cell-free protein synthesis platform exclusively licensed
from Sutro Biopharma, Inc. Unlike conventional cell-based approaches, the Company’s system for producing difficult-to-make proteins and antigens is
intended to develop and deliver high-fidelity vaccines with enhanced immunological benefits. Vaxcyte’s pipeline also includes VAX-GI, a vaccine
candidate designed to prevent Shigella. For more information, visit www.vaxcyte.com.

Forward-Looking Statements

This press release contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. These statements
include, but are not limited to, statements related to the potential benefits of Vaxcyte’s carrier-sparing platform and vaccine candidates, including breadth
of coverage, the ability to deliver potentially best-in-class vaccines and improve upon the standard-of-care; the design, timing of initiation, progress and
expected results of Vaxcyte’s clinical trials and regulatory plans along with the standards for review and licensure of vaccines and regulators accepting
our study as designed; and other statements that are not historical fact. The words “anticipate,” “believe,” “could,” “expect,” “intend,” “plan,” “may,”
“on track,” “potential,” “should,” “would” and similar expressions (as well as other words or expressions referencing future events, conditions or
circumstances) convey uncertainty of future events or outcomes and are intended to identify forward-looking statements, although not all forward-
looking statements contain these identifying words. These forward-looking statements are based on Vaxcyte’s current expectations and actual results and
timing of events could differ materially from those anticipated in such forward-looking statements as a result of risks and uncertainties, including,
without limitation, risks related to Vaxcyte’s product development programs, including development timelines, success and timing of chemistry,
manufacturing and controls and related manufacturing activities, potential delays or inability to obtain and maintain required regulatory approvals for its
vaccine candidates, and the risks and uncertainties inherent with preclinical and clinical development processes; the success, cost and timing of all
development activities and clinical trials; and sufficiency of cash and other funding to support Vaxcyte’s development programs and other operating
expenses. These and other risks are described more fully in Vaxcyte’s filings with the Securities and Exchange Commission (SEC), including its
Quarterly Report on Form 10-Q filed with the SEC on August 5, 2026, or in other documents Vaxcyte subsequently files with or furnishes to the SEC.
All forward-looking statements contained in this press release speak only as of the date on which they were made and are based on management’s
assumptions and estimates as of such date, and readers should not rely upon the information in this press release as current or accurate after its
publication date. Vaxcyte undertakes no duty or obligation to update any forward-looking statements contained in this release as a result of new
information, future events or changes in its expectations.
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31 vaccine serotypes plus cross-reactive serotype 20B.

In the prespecified individual comparator-specific noninferiority assessments of VAX-31 vs PCV21, the lower bounds of the 95% confidence
intervals for the OPA GMRs for serotypes 3 and 12F exceeded >0.5 but did not meet the prespecified individual noninferiority criterion of LBCI
>0.667. The historical LBCI >0.5 noninferiority comparison was a prespecified key secondary endpoint.

Under the prespecified Hochberg multiplicity adjustment, each of the 11 shared-serotype noninferiority assessments and each of the four primary
superiority assessments succeeds against PCV20 and/or PCV21 if the one-sided adjusted p-value is <0.025 against at least one comparator. The
OPA GMR margin for primary endpoints is >0.667 for noninferiority and 2.0 for superiority.

For individual comparator-specific noninferiority assessments and the primary immunobridging assessment, the lower bound of the 95%
confidence interval (LBCI) for the opsonophagocytic activity (OPA) geometric mean ratio (GMR) must exceed 0.667 to establish noninferiority.
Vaxcyte estimates using CDC 2022-2024 Active Bacterial Core surveillance data for U.S. adults aged 50 years and older. Cases with missing
serotype data were excluded; non-typeable cases were included in the denominator. The estimates assume cross-protection between serotypes
6A/6C and 15B/15C. https://data.cdc.gov/d/qvzb-qs6p.

King LM, et al. Pneumococcal Serotype Distribution and Coverage of Existing and Pipeline Pneumococcal Vaccines. J Infect Dis.
2025;232(4):609—620. https://doi.org/10.1093/infdis/jiaf376. Vaxcyte estimates use a weighted average of inpatient pneumonia cases in adults
aged 50-64 and >65 years and assume cross-protection between serotypes 6A/6C and 15B/15C.

Pneumococcal-naive means no known history of invasive pneumococcal disease, pneumococcal pneumonia or receipt of a licensed or
investigational pneumococcal vaccine.

LBCI >2.0 for individual comparator-specific superiority assessments. See footnote 3 for the multiplicity-adjusted primary superiority analysis.
Vaxcyte estimate using CDC 20222024 Active Bacterial Core surveillance data for U.S. children under five years of age. Cases with missing
serotype data were excluded; non-typeable cases were included in the denominator. The estimate assumes cross-protection between serotypes
6A/6C and 15B/15C. https://data.cdc.gov/d/qvzb-qs6p.

Vaxcyte estimate based on 2017-2021 serotype data for U.S. children five years of age or younger in Supplemental Table 1 of Grant LR, et al.
Characterization of Streptococcus pneumoniae isolates obtained from the middle ear fluid of US children, 2011-2021. Front Pediatr.
2024;12:1383748. https://doi.org/10.3389/fped.2024.1383748. The estimate assumes cross-protection between serotypes 6A/6C and 15B/15C.
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Vaxcyte Leadership Team on Today’s Call

Strong Track Record in Vaccines and Biopharma
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Forward-Looking Statements

This presentation contains forward-looking statements within the meaning of the Private Securities Litigation Reform Act of 1995. These staternents include, but are
not limited to, statements related to the potential benefits of Vaxcyte's carrier-sparing platform and vaccine candidates, including breadth of coverage and the ability
to deliver potentially better immune responses, best-in-class vaccines and the improvement upon the standard-of-care; demand for Vaxcyte's vaccine candidates; the
design, timing of initiation, progress and expected results of Vaxcyte's preclinical studies, clinical trials and research and development plans; the ability of Vaxcyte's cell-
free platform to deliver the broadest-spectrum PCVs that provide protection against both currently circulating and historically prevalent strains; expectations with
regard to serotype cross-reactivity; the standards for review and licensure of vaccines and regulators accepting Vaxcyte's study as designed; the ability of Vaxcyte to
commercialize its PCV candidates and to meet the PCV franchise market demand for commercial markets; the growth and expansion of the pneumococcal vaccine
market, and the potential to address the need for broader-spectrum of coverage in such market; the market opportunity for Vaxcyte's vaccines; Vaxcyte's expectations
regarding the potential benefits, spectrum coverage, clinical or regulatory pathways, adoption speed and immunogenicity of its vaccine candidates and other
statements that are not historical fact. The words “anticipate,” “believe,” “continue,” “could,” “designed,” “estimate,” "expect,” “intend,” “may,” "plan,” “potential,”
“predict,” “project,” “should,” “target,” “will,” “would” and similar expressions are intended to identify forward-looking statements, although not all forward-looking
statements contain these identifying words.

These forward-looking statements are based on Vaxcyte's current expectations and actual results and timing of events could differ materially from those anticipated in
such forward-looking statements as a result of risks and uncertainties, including, without limitation, risks related to Vaxcyte's product development programs, including
development timelines, success and timing of chemistry, manufacturing and controls and related manufacturing activities; potential delays or inability to obtain and
maintain required regulatory approvals for its vaccine candidates; the risks and uncertainties inherent with preclinical and clinical development processes; the success,
cost and timing of all development activities and clinical trials; and sufficiency of cash and other funding to support Vaxcyte's development programs and other
operating expenses. These and other risks are described more fully in Vaxcyte's filings with the Securities and Exchange Commission (SEC), including its Quarterly
Report on Form 10-Q filed with the SEC on August 5, 2026 or in other documents Vaxcyte subsequently files with or furnishes to the SEC. Vaxcyte undertakes no duty
or obligation to update any forward-looking statements contained in this presentation as a result of new information, future events or changes in its expectations.
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Agenda

INTRODUCTION AND RESULTS OVERVIEW

OPUS-1 STUDY AND TOPLINE RESULTS

Trial Design, Disposition and Demographics

Tolerability and Safety Data
Immunogenicity in Adults Aged 250 Years and 18-49 Years

VAX-31 PROGRAM NEXT STEPS
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Pneumococcal Vaccine Market is Large, Durable and Poised for Significant Growth
Combined $8.5B Market Expected to Grow to ~$12B by 2030" Driven Primarily by Adult Market Expansion

Future Market
2030: ~S12B

/

° Total Market
Today: $8.5B*

Pediatric market is large,
well-established, and
highly durable

ADULT SEGMENT GROWTH DRIVERS

In 2024, universal recommendation expanded to
U.S. adults =50 years (from =65 years)?

“Catch up” revaccination of individuals who
received lower-valency pneumococcal vaccines?

Expanded adult PCV recommendations globally

Potential shift to two-dose schedule for U.S.
adults (250 years and again at 265 years)

“At risk” adults aged 19-49 added to U.S.
recommendation

VAXCYTE 2
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VAX-31 is Designed to Offer Comprehensive Coverage to Address Current Gaps

Broadening of Serotype and Disease Coverage Would Eliminate Tradeoffs Required by Current SoC

VAX-31 is Designed to Expand Protection
Spectrum of Serotype Coverage Drives Adoption in PCVs 4 3 p
P P ge o with Broadest Disease Coverage in Adults
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OPUS-1 Inaugurates a More Stringent >0.667 Noninferiority Standard,
Setting a New Bar for Adult PCV Clinical Studies

Immune Response Standards for OPA GMRs

1
1 |
—e— ! |

1

‘ I

! I

) —— |

] I

1

. e |

1

1

3 |

1

! I

t |

OPA GMR: LBCI >0.5 LBCI>0.667 LBCI >1 LBCI >2

Historical OPUS-1 Statistically Superiority
NI Margin: NI Margin:  Greater Margin: Margin:
Shared STs ~ Shared 5Ts Shared STs Unique STs

ophpocytic axtivity; GMR = geametric mears rintic: NI = nonnfericrity: ST » serotype: LBCH = lower bound of the 2-sided 95% O1.

VAXCYTE ™" o ' Octobers,2026 | 8



OPUS-1 Phase 3 Study:
Statistical Framework to Define Success

Co-Primary Immunogenicity

Objectives (Adults 250):
CO-PRIMARY ENDPOINT GROUP 1 CO-PRIMARY ENDPOINT GROUP 2 CO-PRIMARY ENDPOINT GROUP 3 CO-PRIMARY ENDPOINT GROUP 4
11 serotypes shared 9 serotypes shared 8 serotypes shared 3 unique serotypes
by all 3 vaccines with PCV20 only with PCV21 only and cross-reactive 20B
Noninferiority Noninferiority Noninferiority Superiority
vs PCV20 and/or PCV21 vs PCV20 vs PCV21 vs PCV20 and/or PCV21
(OPA GMR: LBCI >0.667)' (OPA GMR: LBCI >0.667) (OPA GMR: LBCI >0.667) (OPA GMR: LBCI >2.0)'
Primary Immunobridging If the above co-primary criteria are met: noninferiority of VAX-31 in adults aged 18-49 vs
Objective (Adults 18-49): adults aged 50-64; all 32 comparisons? must meet OPA GMR NI at the LBC| >0.667.
Primary Safety Objective Evaluate safety and tolerability of VAX-31 administered to adults aged 18-49 and 250.
(Adults 218):
Prespecified Individual Evaluated prespecified individual OPA GMR noninferiority comparisons of VAX-31
Noninferiority Comparisons vs PCV20 or PCV21 in adults aged 250, among other immunogenicity evaluations, to
(Adults 250): provide additional data for regulators and recommending bodies.

October 5, 2026 |
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OPUS-1 Phase 3 Topline Results:
VAX-31 Met All Primary Immunogenicity Endpoints and Safety Objectives

Co-Primary Immunogenicity
Objectives (Adults 250):

CO-PRIMARY ENDPOINT GROUP 1 CO-PRIMARY ENDPOINT GROUP 2 CO-PRIMARY ENDPOINT GROUP 3 CO-PRIMARY ENDPOINT GROUP 4
11 serotypes shared 9 serotypes shared 8 serotypes shared 3 unique serotypes
by all 3 vaccines with PCV20 only with PCV21 only and cross-reactive 20B
110f 11 9of 9 80of8 4 of 4
met noninferiority met noninferiority met noninferiority met superiority
(OPA GMR: LBCI >0.667)' (OPA GMR: LBCI >0.667) (OPA GMR: LBCI >0.667) (OPA GMR: LBCI >2.0)"
Primary Immunobridging 32 of 32 comparisons met noninferiority (OPA GMR LBCI >0.667)2

Objective (Adults 18-49):

Primary Safety Objective VAX-31 was well tolerated, with a safety profile similar to PCV20 and PCV21
(Adults 218): across all ages studied

VAX-31 vs PCV20

VAX-31vs PCV21

Prespecified Individual

Noninferiority Comparisons .ZOO_fZO. M
[Adults 250]: shared seratypes met noninferiority <hared serotypes met noni

criterion (OPA GMR LBCI >0.667)

October 5, 2026 |
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OPUS-1 Study and Topline Results
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Trial Design, Disposition
and Demographics

VAXCYTE October 5,2026 | 12



OPUS-1 Phase 3 Pivotal, Randomized, Double-Blind, Active-Controlled
Clinical Trial in Adults Aged 18 and Older (n=4,047%)

Designed to Establish New PCV Standard of Care for Adults Aged 50 and Older Through Head-to-Head Safety, Tolerability and Immunogenicity
Comparisons of VAX-31 with PCV20 and PCV21; Evaluated Immunobridging to Adults Aged 18-49

pay1 Mot Manth 6
Dose 6 Month Safety Follow-Up
Blood Sample Blood Sample
-
ADULTS AGED : OPA & IgG Immune
c| =
g o Responses’;
3| |E ! VAX-31 vs
(n=3,572) 2 vaxa1 PCV21 and/or PCV20
o Immunobridging
(1843 v 50-64)
= OPA & IgG' Immune
o Lo VAX-31 Age Group
18-49 YEARS ol |E > ge
= @l g omparison
(n=475) £ Control Group: PCV20 n=120 18-49 vs 50-64
-4

Safety and tolerability assessed through Month 6, including solicited local reactions and systemic events (Day 1-7), unsolicited AEs (Day 1-Month 1), and SAEs, NOCls
and MAAEs (Day 1-Month 6)

- om = oetivity: G = imm i; AES = oiverie everts; SAFS = serious odverte events; NOCIS = new anser of chranic inesses; MAALS = mecically atfended adverse events.
VA) (CYT E (7)1 participant in the 18-49 oge grous received PCVZL

October 5, 2026 | 13
(116 covparisans of VAX-31 versus PCV2E end/or POV0 re secondary endpaints.



Study Disposition

~97% of Vaccinated Subjects Included in Immunogenicity Evaluable Population

250 YEARS 18-49 YEARS*

| Total Enrolled’ ' { Total Enrolled! |
: H i N= i

PCV21
N=1,183

Included in
Safety
Population:

Included in
Immunogenicity
Evaluable
Population (IEP):

Not Assessed for
Immunogenicity

{1} Envolled i defined as randomined end voccinated

VA)‘(CYTE [*}1 participant i the fS-J.:"NrrﬂunDrecr'quO'H October 5, 2026 | 14



Population Demographics in Adults Aged 50 Years and Older

Well-Balanced Across Cohorts and Similar for the Safety and Immunogenicity Populations

Safety Immunogenicity Safety Immunogenicity Safety Immunogenicity
Number of Subjects 1194 . 1147 i 1195 1162 1183 1151
Median Age, Years (range) 60.0 (50, 97) 60.0 (50, 97) 60.0 (S0, 86) 60.5 (50, 86) 60.0 (50, 85) 60.0 (50, 85)
50 to 64 Years 795 (66.6) 763 (66.5) 793 (66.4) 770 (66.3) 793 (67.0) 770 (66.9)
265 Years 399 (33.4) 384 (33.5) 402 (33.6) 392(33.7) 390 (33.0) 381(33.1)
At Risk for Pneumococcal Disease, n (%) 313 (26.2) 301 (26.2) 350(29.3) 341 (29.3) 333(28.1) 321(27.9)
Female, n (%) 686 (57.5) 663 (57.8) 720 (60.3) 703 (60.5) 680 (57.5) 661 (57.4)
Ra‘:ml:%} 730 (61.1) 706 (61.6) 776 (64.9) 760 (65.4) 752 (63.6) 737 (64.0)
Black or African American 395 (33.1) 373 (32.5) 356 (29.8) 341 (29.3) 380(32.1) 366 (31.8)
Asian 17 (1.4) 17 (1.5) 9(0.8) 8(0.7) 11(0.9) 10(0.9)
American Indian or Native Alaskan 26 (2.2) 25(2.2) 25(2.1) 25(2.2) 23 (1.9) 22 (1.9)
Native Hawaiian or Other Pacific Islander 3(0.3) 3(0.3) 3(0.3) 3(0.3) 1(0.1) 1(0.1)
Multiracial 5(0.4) 5 (0.4) 10(0.8) 10(0.9) 7(0.6) 7(0.6)
Eth:::;:;i:cfz?a“m 324 (27.1) 308 (26.9) 326(27.3) 315(27.1) 297 (25.1) 291 (25.3)
Median BMI, kg/m2 (range) 29.3 (16.6, 62.7) | 29.4(16.6,62.7) 29.5 (16.6,59.3) | 29.6 (16.6, 59.3) 30.1(16.2,70.7) | 30.1(16.2, 70.7)

VAXCYTE

October 5, 2026 | 15




ADULTS 18-49 YEARS

Population Demographics in Adults Aged 18-49

Well-Balanced Across Cohorts and Similar for the Safety and Immunogenicity Populations

18-49 YEARS SAFETY POPULATION VAX-31 RECIPIENTS (IEP)

VAX-31 PCV20 | 1849 Years 50-64 Years
Number of Subjects 354 120 | 348 763
Median Age, Years (range) 37 (18, 49) 39 (18, 49) | 37(18, 49) 57 (50, 64)
At Risk for Pneumococcal Disease, n (%) 63(17.8) 23(19.2) | 62 (17.8) 193 (25.3)
Female, n (%) 197 (55.6) 63 (52.5) | 193 (55.5) 467 (61.2)
g 176(49.7) 56 (46.7) 173 (49.7) 449 (58.8)
Black or African American 131(37.0) 50 (41.7) I 129 (37.1) 268 (35.1)
Asian 9(2.5) 4(3.3) | 9(2.6) 14 (1.8)
American Indian or Native Alaskan 23(6.5) 7 (5.8) | 23 (6.6) 16(2.1)
Native Hawaiian or Other Pacific Islander 1(0.3) 1(0.8) | 1{0.3) 2(0.3)
Multiracial 11(3.1) 2(1.7) | 11(3.2) 3(0.4)
E‘:?:;‘::}:;:‘I_’amc 65 (18.4) 23(19.2) 63 (18.1) 178 (23.3)
Median BMI, kg/m2 (range) 29.5 (17.0, 67.6) 30.2 (18.8, 58.8) | 29.5(17.0, 67.6) 29.6 (16.6, 62.7)

IEP = Immunogemcity Evaluabie Fopulation.

VAXCYTE October 5,206 | 16



Tolerability and Safety Data
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ADULTS 250 YEARS

Local and Systemic Solicited AEs in Adults Aged 50 Years and Older
VAX-31 was Well-Tolerated and Consistent with PCV20 and PCV21, Majority of AEs Resolved Within 48 Hours

Grade 1 Grade2 Grade3

VAX-31
POV20
PCV21

100%
90%
80%
70%| -
60%
50%
40%
30%
20%
10%

H
&
=
Emi
.
-
=

Pain at Injection Site  Redness Swelling Fever Headache Fatigue Muscle Pain Joint Pain

VAXCYTE “ ™ Octobers, 2026 | 18



ADULTS 18-49 YEARS

Local and Systemic Solicited AEs Similar to PCV20 in Adults Aged 18-49
VAX-31 was Well-Tolerated and Consistent with PCV20, Majority of AEs Resolved Within 48 Hours

Grade 1 Grade2 Grade3
VAX-31
PCV20

100%
90%
80% [

70% | 1 '
60%
50%

40%
30%

20% |

Pain at Injection Site Redness Swelling Fever Headache Fatigue Muscle Pain Joint Pain

VAXCYTE "™ Octobers, 2026 | 19



Overall Safety Profile Similar to PCV20 and PCV21

18-49 YEARS SAFETY POPULATION

50 YEARS AND OLDER SAFETY POPULATION : |

Number of Subjects 1194 1195 1183 i
Unsolicited AE (1-Month), n (%) 75 (6.3) 99 (8.3) 96 (8.1)

Related, n (%) 19 (1.6) 24 (2.0) 28 (2.4)
MAAE, n (%) 71(5.9) 104 (8.7) 90 (7.6)

Related, n (%) 2(0.2) 5(0.4) 3(0.3)
NOCI, n (%) 7(0.6) 9(0.8) 12 (1.0)

Related, n (%) 0 0 0
SAE, n (%) 14 (1.2) 13 (1.1) 13(1.1)

Related, n (%) 0 0 0
Death?, n (%) 2(0.2) 0 2(0.2)

Related, n (%) 0 0 0
Discontinuation, n (%) 0 0 0

Related, n (%) 0 0 0

354
37(10.5)
9(2.5)
26 (7.3)
0
2(0.6)
0
2(0.6)
0

0
0
0
0

120
11(9.2)
3(2.5)
10(8.3)
0
3(2.5)
0

Q) O 2 o el O

AEs = pdverse event; MAAE = medically attended adverse event; NOCT = new anset of ch

N/
VA) (( YT E {1} All four deaths were assesséd as unvelated fo study vaccination. Twa deaths wer

cordie avrest in o participant with estnblished cordiovescwlar risk foctors 164 doys aft

rm and ane in tiy
wa-imfiected wound with

tioe, and sepsis secandary fo o pre-existing Group 8 Strepend

35 SAE = serious adverse event: Discontinuation = subject discontinued from the study due to an AE
V2T arm, The remaining deaths were

tevemia 11 deys after vaceination.
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Immunogenicity Data

In Adults Aged 250 Years and 18-49 Years

VAXCYTE October 5,2026 | 21



11 STs in Common With PCV20 and PCV21

Met 11 of 11 ST OPA GMR Comparisons Per Prespecified NI Criterion! (LBCI >0.667) vs PCV20 and/or PCV21

CO-PRIMARY ENDPOINT GROUP 1

VAX-31 vs PCV20 & PCV21 on Common 11 STs

e 1
_ 5 | =
3 et
6A T ~@—  VAX-31/PCV20
—
- i — -8 VAX-31/PCV21
! —gn
8 - : ——
i i |
] —
10A -| i
114 | : ]
G, ]
12F _._i ==
—y —
15B | g L
L .. ——
19A | 5 =
5 =
Sl —i—
F . o
33F P =
: g
+— T 1
GMR: L~ " »
Qﬂ

ST = serotype; OPA = apronophagaaytic activity; GMI = geometnic mean rotio; LBD = kwer boumd of the 2-sided 955% €7

VA)'(CYT E ."J[.",‘.Pul'rl'rl"l" e baund of the 95% CT af the OFA GMR 30,667, Mothberg-odiusted October 5, 2026 | 22



ADULTS 250 YEARS

9 STs in Common With Only PCV20 and 8 STs Common With Only PCV21
Met 9 of 9 ST OPA GMR Comparisons vs PCV20 and 8 of 8 vs PCV21 Per Prespecified NI Criterion (LBCI >0.667)

CO-PRIMARY ENDPOINT GROUP 2 CO-PRIMARY ENDPOINT GROUP 3

VAX-31 vs PCV20: Shared 9 STs VAX-31 vs PCV21: Shared 8 STs
] L]
]
14 | —— aN | : —
' '
4 S 154 .
5+ ! et :
1 16F | g
6B | ! —— 1
: 17F 1 —er
9V ' —_—— !
! 23A | | ——
14~ : —— 1
1
- : . 238 : —a—
! 1
19F- : — 31 j -
'
23F ' —_—— 358 | -
' '
T 1 T 1
AMR: S > v GMR: S 3

psenophagoeyTie Betity; GMR = geamelsic men rotio; LBC! = lower bound of the 2-sided 95% 1.
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3 Unique VAX-31 STs and 20B

Met 4 of 4 ST OPA GMR Comparisons Per Prespecified Superiority Criterion (LBCI >2.0) vs PCV20 and/or PCV21!

CO-PRIMARY ENDPOINT GROUP 4

VAX-31 vs PCV20 & PCV21: 3 Unique STs + 20B?

= —®— VAX-31/PCV20
2 3
: - -8 VAX-31/PCV21
P
7C— :
: -
: -
20C — :
.
§ —m
208" :
. ——
T ]
GMR: » A K &
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ADULTS 18-49 YEARS

Immunobridging Comparison in 18-49-Year-Olds vs 50-64-Year-Olds
Met Prespecified Primary Endpoint Across All 32 STs' (OPA GMR With LBCI >0.667)

VAX-31 Immunobridging OPA GMR Comparison (18-49 vs 50-64)

-\—0— 15A

L L}
1 1 " e
2- : —-— 158 : ——
3| | —o- 16F - ' e
4 : —e— 17F - : —a—
5 : —— 18C - : —~o—
6A| 1 — 19A 1 -
68 ; —— 19F- S
7C ! - 20C- 1] ——
7F | : —— 22F : —
8- : To— 23A- : g
9N | ! —— 23 1 -re—
v : SR 235 1 e
104 - ! —e— 31- ! ——
11A- : —— 33F : -
12F : —_— 358 : .
18- 1 —— 208 - " e
: -+ T 7 t T ]
GMR: > v » GMR: & ¥ i >

VAXCYTE &
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ADULTS 250 YEARS

Comparator-Specific Assessments: VAX-31 Immune Responses vs PCV20 and PCV21
VAX-31 Met Noninferiority Criterion for 20/20 STs vs PCV20 and 17/19 STs vs PCV21

VAX-31 vs PCV20: Common 20 STs VAX-31 vs PCV21: Common 19 STs
OPA GMRs met prespecified NI criterion OPA GMRs met prespecified NI criterion
(LBCI >0.667) for 20 of 20 common 5Ts (LBCI >0.667) for 17 of 19 common STs
3 P oge- 34 e
BA- - GA- v e
7F1 ! i 7F- B~ o
8 ' - 8- I
10A | [ 104 ) —5—
114+ : —— 114 : -
12F . T PRl ey
5l ! 158 S —
S aiE | =
S ] 22F- 1 —
“:j ; i 33F N
4 1 e 9N 1 ——
i S = LT
el : T —_—— 17F | : — Serotypes 3 and 12F
il 1 23A 1—— missed the LBCI >0.667
14+ e e LB
s L |= i e ees
19F ] 314 1 - gl i
23F - 1 —_—— 358 : ! -
t T 1 T 1 T 1
GMR: o‘_:&;\ ~ % L3 GMR: cf;é\ > b3 k]

In the U.S., as PCV21 serotypes account for a larger share of adult disease coverage,
U.S. regulators may focus more on the individual PCV21 comparison to VAX-31 in review of BLA submission.

P OFA = CpEDROBROGETHIE artivity; & ametric emean ratio; LACT = fower boun et 95% €1
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VAX-31 Data Support Potential Best-in-Class Adult PCV Profile with
Broadest Coverage Relative to SoC; Advancing Toward BLA Submission

Broad and robust immune responses observed across all 31 STs + 20B for all ages evaluated.
Met all prespecified co-primary and immunobridging endpoints.

VAX-31 was well-tolerated with a safety profile similar to PCV20 and PCV21.

VAX-31 has the potential to offer significantly broader ST and disease coverage vs SoC vaccines.
Represents incremental 13-36% of IPD coverage' and incremental 19-31% of pneumococcal pneumonia coverage?

The OPUS-1 results support VAX-31's potential best-in-class profile, serving as cornerstone of the planned
BLA, and further validate Vaxcyte’s cell-free platform technology.

VAXCYTE
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VAX-31 Program

Next Steps

VAXCYTE



OPUS Phase 3 Program Serves as Cornerstone of Planned BLA Submission

(oo D T GECTTID W G S —

OPUS-1 PIVOTAL OPUS-2: OPUS-3: ADULTS MANUFACTURING POTENTIAL VAX-31
TRIAL (N=4,047) CONCOMITANT PREVIOUSLY CONSISTENCY REGULATORY
ADMINISTRATION VACCINATED WITH STUDY APPROVAL

WITH SEASONAL PNEUMOCOCCAL (e.g. lot-to-lot)
INFLUENZA VACCINE VACCINES (N=TBD)
(N=1,390) (N=752)

real-world

Topline results Enrollment complete; Enroliment complete; Planned: Data to be effectiv:aness study
reported: complete topline results anticipated topline results anticipated included in BLA following launch
data set to be published 1H 2027 1H 2027 submission (ST-Specific
Community Acquired
Pneumonia)

]
]
]
i
I
i
]
i
I
]
]
i
1
I
]
! Planned post-licensure
I
]
i
]
1
I
i
]
1
I
1
]
]
1
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Foundation to Support Expected U.S. Commercial Launch
Integrated Manufacturing, Medical and Commercial Execution

Potential Best-in-Class Profile Manufacturing Execution Commercial Readiness
for U.S. Launch

Designed to cover 95% of IPD' and Establish commercial manufacturing Medical affairs and commercial
88% of pneumococcal pneumonia® readiness, including: infrastructure buildout and launch strategy
) in U.S. adults 50 and older, an *  Existing supply chain sufficient to urderway, ingiuding:
incremental 13-36% and 19-31% meet demand for U.S. adult launch » Engaging the scientific community
broader disease coverage than
standard of care vaccines * Expanding commercial-scale capacity + Defining the contracting and distribution
to support future U.S. demand strategy, including for U.S. retail

pharmacies and large health systems

A logic

VAXCYTE &
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Pipeline of Vaccines with Multiple Near-Term Milestones
Leveraging Cell-Free Platform to Develop Broad-Spectrum Vaccines to Prevent Bacterial Diseases

Preclinical  Phase 1 Phase 2 Phase3  Approved Key Milestones Anticipated by End of 2027"

31-Valent O Adults VAX-31 ADULT INDICATION
QO Infants

PCV Candidate * Announce safety, tolerability and immunogenicity data from the
OPUS-2 and OPUS-3? trials in the first half of 2027

Third-Generation VAX-31 INFANT INDICATION
Adults & Infants

PCV Candidate * Announce topline data from the ongoing Phase 2 dose-finding study
from both the primary three-dose immunization series and booster
dose either sequentially or together by the end of the first half of 2027

Novel Group A . Adults VAX-Al
Strep Vaccine Children * Announce topline data from the Phase 1, first-in-human adult study®

in the second half of 2027

Cell-Free Protein Synthesis Platform Unlocks Multiple Vaccine Applications

v Superior site-specific conjugation chemistry
v Production of “tough-to-make” protein antigens that conform to target pathogens
v Speed, flexibility and scalability

Facilitates design and production of vaccines beyond
the reach of conventional methods, enabling:

eritg vacaine; OFUS-1.5 @ Phase J triat evaluing KAX:31 in acufts who have previausty received poeumococcaloccination.  (yeraher 5, 2026 | 3
Ty aind it belng conducred in Ausdrotio, v
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Appendix
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OPA GMT (95% Cl)

ADULTS 250 YEARS

VAX-31 Demonstrated Robust OPA GMT Immune Responses

OPA GMTs Compared Across VAX-31, PCV20 and PCV21 vax-31 I

pcv2o
pcv2l N

£ ° 3 58385 53EER8e8 83 EEE CRG B
STs COMMON TO VAX-31, PCV20 & PCV21 STs COMMON TO VAX-31 & PCV21 STs COMMON TO VAX-31 & PCV20 UNIQUE STs AND 20B'
Igh = immunogiobulin G; GMT = geametnic mean titer; DPA = opsonophagodytic actiity; ST = sevatype.

A7
VA)(CYT E {4 Voie- 31 includes Serotype 20C; 208 is being evaluated in chiniead stindies to demanstrate cross-protection. For further detai on serogroup 20, sée foctnate § on shide 7. October 5, 2026 | 34



1gG GMCs mcg/mL (95% Cl)

100

VAX-31 Demonstrated Robust IgG GMC Responses

ADULTS 250 YEARS

- L w
5 8 s & 3
2+ -

~

104

1

0.1
™ w o w oW = w @ > ¥ O kL L
g K s 2 8 8 3 8§ B g 5 8 7 €3 T 8 8 g

STs COMMON TO VAX-31, PCV20 & PCV21 STs COMMON TO VAX-31 & PCV21

VAX-31 I
pcv2o
pPCv2l I

™ Q o m
~ o o
oM

STs COMMON TO VAX-31 & PCV20 UNIQUE STs AND 20B*

156G = inmuneglobulin G; GMC « Geometric Mean ¢ OPA aethelty; ST » serotype.
VA) ‘ YT E (1) V=31 incldes Serotype J0C: 208 is being evuated in chnked stwdies 1o demonsirote crons-protection, For further deted on seragroup 20, see foctnate 1 on i

ide 7. October 5, 2026 | 35



