of ACAM2000 (Group 2). Peak neutralizing antibody GMTs were significantly higher fol-
lowing 2 MVA-BN doses (153.5) compared with ACAM2000 (79.3), with a ratio of 1.935
(95% CI: 1.562, 2.397). At Day 14, neutralizing antibody GMTs were equal following a sin-
gle dose of either MVA BN or ACAM2000 (16.2, ratio of 0.997, 95% CI: 0.738, 1.348), with
similar seroconversion rates (90.8% vs. 91.8%, respectively). The median MLA induced by
ACAM2000 was significantly reduced when subjects received prior MVA-BN in Group 1
(0 mm?) compared with Group 2 (76.0 mm?), suggesting protection against orthopoxvi-
rus. MVA BN was well tolerated, demonstrating a better safety profile than ACAM2000.

Conclusion.  Two doses of MVA-BN induce significantly higher peak neutral-
izing antibody responses compared with ACAM2000. A single dose induces an early
neutralizing antibody response equal to ACAM2000 at Day 14, demonstrating the
suitability of MVA BN in both pre- and post-outbreak scenarios. This study was partly
funded by BARDA under contract HHSO100200700034C.
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Background.  While vaccine effectiveness varies across seasons and age groups,
influenza vaccination is still the most effective means of preventing influenza infec-
tion. Current vaccine effectiveness improvement efforts are focused on manufacturing
methods whereby the use of eggs as a growth medium is being minimized to prevent
egg adaptation mutations that render the vaccine less effective. This study compared
children’s immune response to two FDA-approved influenza vaccines, cell-based vs.
egg-based, in an unblinded randomized controlled trial.

Methods.  Racially diverse, healthy children ages 4-20 years were randomly
assigned 1:1 in blocks of 4 to receiveeither quadrivalent inactivated cell-based or egg-
based influenza vaccine. Blood was drawn at Day 0 before vaccination and at Day 28 post
vaccination (range = 19-35 days) and analyzed for hemagglutination inhibition (HAI)
titers using standard protocols against egg-grown vaccine antigens. Primary outcome
measures were seropositivity, defined as HAI titer >1:110 and >1:40; seroconversion,
defined as the HAI titer ratio of Day 28/Day 0 >4 and HALI titer at Day 28 >40; and
fold-rise, defined as antilog of average logZHAI titer ratio of Day 28/Day 0. Secondary
outcomes were compared for those vaccinated and not vaccinated the previous year.

Results.  Baseline demographics including age, sex, race, ethnicity, parental edu-
cational status, health insurance coverage, and exposure to household smoking did not
differ between vaccine groups. There were no differences in any HAI antibody response
between the two vaccine groups (table). Participants unvaccinated in the prior season
(2017-2018, N = 62) were more likely than those vaccinated (N = 86) to seroconvert
to any strain in 2018-2019 (21 strain seroconverted: 68% unvaccinated vs. 35% vacci-
nated in 2017-2018, P < 0.001). Day 28 titer fold-rise difference was 2.0 for A/HINI,
0.65 for A/H3N2, 1.1 for B/Colorado and 0.9 for B/Phuket.

Conclusion.  There were no differences for any HAI antibody titer outcome
between children receiving the two vaccines. Overall, the cohort had HAI titers at levels
sufficient to be considered seropositive at baseline. Those unvaccinated in the preced-
ing season had higher seroconversion rates than those vaccinated in both seasons.

Pre-and HAI titer outs Il and by vaccine type

AHINT

Cell-based vaccine Egg-based Vaccine P
HAI response N=75 N=73 value!

Day 0 logz HAI GMT (95% CI) T17 (90 - 153) 103 (78~ 136) 049
Day 28 logz HAI GMT (95% CI) 292 (239 - 360) 242(189-309) 023
Day 0 seropositive 2110, n (%) 45 (60.0) 39(53.4) 042
Day 28 seropositive 2110, n (%) 66 (88.0) 58 (79.5) 0.16
Day 0 seropositive 240, n (%) 65 (86.7) 63(86.3) 095
Day 28 seropositive 240, n (%) 74(98.7) 7197.3) 062
Seroconversion, n (%) 20(26.7) 14(19.2) 028
Fold-fise in logz HAl titer (95% CI) 2.6 (20-3.4) 24(19-3.1) 072

AH3INZ
Day 0logz HAI GMT (95% CI) 187 (150 - 232) @3 (111-182)  0.10
Day 28 logz HAI GMT (95% CI) 261 (208 - 326) 269(218-331) 086
Day 0 seropositive 2110, n (%) 51(68.0) 45(61.6) 042
Day 28 seropositive 2110, n (%) 62(82.7) 60 (822) 094
Day 0 seropositive 240, n (%) 74(98.7) 70 (95.9) 036
Day 28 seropositive 240, n (%) 74(98.7) 73(100.0) 1.00
Seroconversion, n (%) 9(120) 1 (15.1) 059
Fold-rise in logz HAI iter (95% Cl)  16(1.4-1.9) 19(16-24) 0.16

BiColorado
Day 0logz HAI GMT (95% GI) 12 (84 - 147) 105 (79— 137) 053
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Background.  Many adults fail to achieve seroprotection after receiving 3 doses
of monovalent HepB vaccines such as Engerix-B® and the response decreases with age
and with common co-morbidities. Sci-B-Vac™ is a trivalent HepB vaccine produced in
mammalian cells, adjuvanted with aluminum hydroxide, which in addition to small
S antigen, contains preS1 and preS2 antigens expressing highly immunogenic T- and
B-cell epitopes that may enhance seroprotection rates (SPR) in adults.

Methods.  In a multicentre study, the immunogenicity of 10 ug dose of Sci-
B-Vac™ was compared with a 20-pg dose of Engerix-B® given at days 0, 28, and 168
(NCT03393754). Randomization was stratified by study center and age (18-44, 45-64,
265 years). Immunogenicity, including SPR (% subjects with anti-HBs levels 210 mIU/
mL), and safety outcomes were followed to Day 336. The co-primary objectives were
(1) non-inferiority in adults 218 years and (2) superiority in adults 245 years of SPR,
4 weeks after the third dose.

Results.  Of 1,607 randomized subjects, 42.3% were from United States, 41.6%
EU, and 16.1% Canada. Males (38.5%) and females (61.5%) were enrolled to 18-44
(18.6%), 45-64 (44.6%), and > 65 year (36.8%) age groups. Both co-primary endpoints
were met. In the non-inferiority analysis, SPR in Sci-B-Vac™ recipients aged 218 years
was 91.4% vs. 76.5% for Engerix-B®; SPR difference: 14.9%; 95% confidence interval
(CI) [11.2%, 18.6%]. Superiority analysis showed that SPR in Sci-B-Vac™ recipients
aged >45 years was 89.4% vs. 73.1% for Engerix-B°—SPR difference: 16.4%; 95% CI
[12.2%, 20.7%] (figure). Significantly higher SPR for Sci-B-Vac™ vs. Engerix-B® was
noted in subgroups (gender, BMI, diabetes, smoking and particularly age—SPR differ-
ence for 45-64 (14.7% [9.8-19.8%]) and > 65 (18.9% [11.6-26.1%]) years. No major
safety signals were observed; solicited and unsolicited adverse events were consistent
with the known vaccine safety profiles.

Conclusion.  Sci-B-Vac™ met immunogenicity endpoints for non-inferiority
in adults aged > 8 years and was superior in adults aged >45 years, compared with
the monovalent vaccine, Engerix-B®. Sci-B-Vac™ SPR was higher compared with
Engerix-B® in key subgroups. No safety signals were observed and safety and tolerabil-
ity were consistent with the known profile of Sci-B-Vac™.

Figure: Achi f y ed 2 18 d clinical superiority in subjects aged 2 45 years
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