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Background. Adults 50-64 years have reduced immune response to SD influ-
enza vaccines and higher morbidity associated with severe influenza than younger
adults. IIV-HD (Fluzone® HD) contains 4 times the antigen as IIV-SD, is preferen-
tially recommended in the US for persons ≥65 years, and has a well-established
safety profile. This study aimed to establish noninferiority (NI) and superiority
of IIV- HD immune response compared to IIV-SD and assess safety in adults
50-64 years of age.

Figure 1. Forest plot - Post-vaccination GMT ratio and 95% CI of IIV-HD compared to IIV-SD
at D29

Table 1: Disposition by randomized group

Methods. A Phase 3, randomized, modified double-blind, active-controlled mul-
ticenter study (NCT06641180) was conducted in the US (Nov 2024 -Jun 2025).
Participants 50-64 years old were randomized 1:1 to either IIV-HD or IIV-SD
(Fluarix®, GSK) on Day (D) 01, followed for immunogenicity up to D29 and safety
through 6months. Primary objective was to evaluate NI of IIV-HD by ratio of geomet-
ric mean titer (GMT) and seroconversion rate (SCR), measured by hemagglutination
inhibition assay (HAI), 28 days postvaccination. If NI was achieved for all 3 strains,
IIV-HD superiority was assessed based on GMTs. If achieved, then superiority to a
stringent threshold for at least one strain was tested.

Results. 1171 participants were vaccinated; 1137 (96.4%) provided a blood sam-
ple at D01 and D29 (Table 1). Median age was 57 years; majority were female 54.9%
and of white race 61.4%. Previous season influenza vaccination in 31.9% (IIV-HD) vs
33.4% (IIV-SD).
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IIV-HD induced higher HAI GMTs and SCR than IIV-SD (Fig 1, Table 2).
Coprimary immunogenicity endpoints of NI for HAI GMTs and SCR were
achieved for all 3 vaccine matched strains.

IIV-HD also demonstrated a superior immune response vs IIV-SD by D29 GMT
ratio (95% confidence interval [CI] lower limit >1) for all 3 strains. In addition,
stringent threshold superiority was achieved for H3N2 for GMT ratio (98.3% CI
lower limit >1.5).

The expected safety profile was confirmed in this age group through D29.
Conclusion. In adults 50–64-years of age, IIV-HD demonstrated robust and su-

perior immune responses to IIV-SD for all 3 influenza strains. IIV-HD met stringent
superiority criteria for the H3N2 strain indicating HD H3N2 antibody levels are at
least 50% higher than SD. These results support the safe and potential use of
IIV-HD in this age group.

Disclosures. All Authors: No reported disclosures

1 1 1

2 3 4

5 6 7 8

9 10

11 12 13 1 1Centers for
Disease Control and Prevention, Atlanta, Georgia 2Denver Health, Denver, Colorado
3Harvard Pilgrim Health Care Institute, Boston, Massachusetts 4HealthPartners
Institute, Minneapolis, Minnesota 5Indiana University, Indianapolis, Indiana 6Kaiser
Permanente Colorado, Denver, Colorado 7Kaiser Permanente Mid-Atlantic States,
DC, District of Columbia 8Kaiser PermanenteWashington Health Research Institute,
Seattle, WA 9Marshfield Clinic Research Institute, Marshfield, Wisconsin 10Division
of Research Kaiser Permanente Vaccine Study Center, Oakland, California 11Kaiser
Permanente Center for Health Research, Portland, Oregon 12OCHIN, Portland,
Oregon 13Kaiser Permanente Southern California, Pasadena, California

1 2 3

4 5 1

1 1 1

6 1Dynavax Technologies, Emeryville, California 2Innovate Clinical Research,
Waitara, New South Wales, Australia 3Emeritus Research Melbourne, Camberwell,
Victoria, Australia 4Canopy Clinical Research Northern Beaches, Brookvale,

New South Wales, Australia 5Emeritus Research Sydney, Botany, New South Wales,
Australia 6Dynavax Technologies Corporation, Emeryville, California

®–adjuvanted gE subunit vaccine, is being developed to
elicit efficacy comparable to Shingrix while offering improved tolerability. In a prior
phase 1 trial, a CpG 1018®-adjuvanted vaccine with fixed-dosage commercial gE
showed lower reactogenicity and comparable vaccine response rates (VRRs) to
Shingrix.

® with/without 750 µg alum) given at an 8- or
12-week interval or Shingrix (10:1) at the same interval. Adverse events, post-injection
reactions (PIRs) within 7 days, and immunogenicity (anti-gE IgG and activated
gE-specific CD4⁺ T-cell responses) at 4 weeks after the second dose were evaluated.
VRRs were defined as participants (%) with ≥4-fold increase in anti-gE IgG concen-
tration over baseline and, separately, ≥2-fold increase in CD4⁺ T-cell frequency over
baseline.

+ data will be available for presentation at
IDWeek.

® +/- alum showed favor-
able tolerability and strong anti-gE IgG responses across a range of gE dosage levels
and dosing intervals. These interim data support continued clinical development of
Z-1018. Final trial results will be reported at a later date.
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https://www.cdc.gov/mmwr/volumes/70/wr/mm7029a2.htm
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