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Background: VLA1553 is a live-attenuated chikungunya virus (CHIKV) vaccine candidate designed for active immunization
as a prophylactic measure for travelers to endemic areas or areas at risk for an outbreak, as well as for the general population
living in endemic regions. Due to the sporadic epidemic occurrence of chikungunya, an immunological surrogate to assess
clinical efficacy was accepted by regulators (FDA).
Methods: A blinded, randomized phase 1 clinical trial evaluated the safety and immunogenicity of three dose levels of
VLA1553, administered as a single intramuscular immunization in 120 participants (NCT03382964; VLA1553-101)
(Wressnigg et al. 2020). This was followed by a pivotal phase 3 double-blinded, multicenter randomized trial that enrolled
4,115 adults to receive the selected final VLA1553 dose or placebo (NCT04546724; VLA1553-301). A further phase 3 trial
evaluated bioequivalence between three lots of VLA1553 in 408 healthy adults randomized to each lot 1:1:1 (NCT04786444;
VLA1553-302). Safety and immunogenicity data were collected for 29 days post vaccination in both trials.
Results: The first pivotal trial VLA1553-301 met its primary endpoint with 98.5% of participants achieving seroprotection (264
of 268 participants in the per-protocol immunogenicity subgroup, 95% CI: 96.2-99.6). VLA1553 was also well tolerated with a
favorable safety profile. The bioequivalence study VLA1553-302 showed no significant differences between lots with regard to
antibody titers. VLA1553 was also highly immunogenic as seroprotection was achieved in 97.7% of participants. Furthermore,
the safety profile was consistent between lots and with the preceding pivotal phase 3 trial VLA1553-301.

Conclusion: The absence of observed differences between lots confirmed clinical equivalence as well as manufacturing
consistency. This data along with positive results from VLA1553-301 places VLA1553 as an effective candidate for the
prevention of disease caused by the CHIKV.
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Progress of Clinical Development of a Live-Attenuated Single Shot
Chikungunya Vaccine Candidate
Pivotal Phase 3 Trial (VLA1553-301) Day 29 Top Line Immunogenicity Data: Primary Endpoint Met

Pivotal study VLA1553-301 met its primary endpoint.

VLA1553 induced protective levels of antibodies in 98.5% of
participants after a single vaccination.
The seroprotection rate, based on a surrogate of
protection agreed with regulators to support accelerated
approval, was 98.5% (95%CI: 96.2- 99.6; 264 of 268
participants in the per-protocol subset tested for
immunogenicity).
Seroprotection rate significantly exceeded regulators
requirement for licensure of >70%*.
Vaccine was highly immunogenic with a neutralizing
antibody GMT of 3,270, and at least 64-fold increase in
antibody titers in 257 of 268 participants (95.9%) at Day
29.
The vaccine was also remarkably immunogenic in older
adults, with equally high GMTs and seroprotection rates, when
compared with adults <65 years.

The compelling immunogenicity profile from the preceding Phase 1
clinical trial was confirmed.
* The lower bound of the 95%CI for the SPR needed to exceed the non-acceptance threshold of 70%
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Progress of Clinical Development of a Live-Attenuated Single Shot
Chikungunya Vaccine Candidate
Pivotal Phase 3 Lot to Lot Trial (VLA1553-302) Day 29 Top Line Immunogenicity Data: Primary Endpoint Met
Summary and Analysis of GMTs for CHIKV-specific neutralizing antibodies at Day 29

Pivotal study VLA1553-302 met its primary endpoint.

No significant differences were observed between lots with
regards to antibody titer; the confidence intervals on the GMT
ratios of all lots were in the defined acceptance margins of
0.67 and 1.5.

Time Point

Seroprotection rate significantly exceeded regulators
requirement for licensure of >70%*.
Vaccine was highly immunogenic with an average
neutralizing antibody GMT of 2613, and at least 64-fold
increase in antibody titers in 343 of 357 participants
(96.1%) at Day 29.
Overall the seroconversion rate was 97.5% (95% Cl 95.3, 98.8
348 of 357 participants in the per-protocol analysis set).
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The seroprotection rate, based on a surrogate of
protection agreed with regulators to support accelerated
approval, was on average 97.7% (95%CI: 95.6, 99.0;) in the
per-protocol analysis set.
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1.10 (1.16)

0.91 (1.16)
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[0.83, 1.46]
0.5152
0.9855

[0.68, 1.21]
0.5079
0.8869
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GMT = geometric mean titer; GM = geometric mean; std = standard deviation; LS = least squares; SE = standard
error; n = number of subjects with available result;
a. n is the number of subjects that contribute data at least once in the primary analysis model.
b. LS means, standard errors, confidence intervals, and p-values are from an analysis of covariance (ANCOVA)
model with fixed factor for Lot and study center as a covariate.
c. p-values, LS mean differences and associated confidence intervals are presented for the comparison stated in
each column..
Note: The ANCOVA model is applied to the log-transformed titers, and back-transformed results are displayed for
the LS mean and difference. The difference in GMT is a ratio of the LS means .

Study VLA1553-302 confirmed clinical equivalence as well as
manufacturing consistency of three lots.

* The lower bound of the 95%CI for the SPR needed to exceed the non-acceptance threshold of 70%
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Progress of Clinical Development of a Live-Attenuated Single Shot
Chikungunya Vaccine Candidate
Summary of Day 29 Top Line Safety Data - Comparison of the VLA1553-301 and VLA1553-302 trials
Solicited Injection Site
AEs:

Solicited Systemic
AEs:

Unsolicited
AEs

SAE /
AESIs:

VLA1553-301

VLA1553-301

VLA1553-301

VLA1553-301

• Solicited injection site AEs were
reported by 14.8% of
participants;

• Solicited systemic AEs were
reported by 49.6% of
participants;

• Unsolicited AEs were reported
by 20.7% of participants, 0.6%
were severe;

• Most of solicited local AEs were
mild, one severe event of pain
was reported;

• Most solicited systemic AEs
were mild or moderate;

• Related unsolicited AEs were
experienced by 8.9% of
participants, 0.2% were severe.

• The most common (≥ 10%)
solicited local AE was
tenderness.

VLA1553-302 (Lot to Lot)
• Solicited injection site AEs were
reported by 19.4% of
participants;
• All of the solicited local AEs
were mild or moderate;
• The most common (≥ 10%)
related solicited local AE was
tenderness;
• No significant differences in
solicited local AE occurrences
were seen between lots.
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• 1.5 % of participants reported
related severe solicited AEs,
predominantly fever;
• The most common (≥ 20%)
related solicited systemic AE
was headache.

VLA1553-302 (Lot to Lot)
• Solicited systemic AEs were
reported by 56.9% of
participants;
• Most solicited systemic AEs
were mild or moderate;

• In the VLA1553 treatment group,
2 out of 25 SAEs were
assessed as probably related by
the investigator;
• In 10 participants vaccinated
with VLA1553 events meeting
the AESI criteria were reported.

VLA1553-302 (Lot to Lot)
VLA1553-302 (Lot to Lot)

• Unsolicited AEs were reported
by 25.2% of participants, 1%
were severe;

• 2 SAEs were assessed
unrelated by the investigator;

• Related unsolicited AEs were
experienced by (15.2%) of
participants, 0% thereof were
reported as severe related;

• One participant vaccinated with
VLA1553 had events meeting
the AESI criteria (arthralgia and
fever).

• No significant differences in
related unsolicited AE
occurrences were seen between
lots.

• The most common (≥ 20%)
related solicited systemic AE
was Fatigue;
• No significant differences in
solicited systemic AE
occurrences were seen between
lots.
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