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Background: CORAL-CEPI (NCT05435027) is the first study evaluating multiple self-amplifying mRNA (samRNA) constructs in vaccine-naive and SARS-CoV-2 convalescent\
subjects, and people living with HIV in South Africa. Here, we are providing interim results from part A (Figs. 1 & 2). First-generation vaccines against SARS-CoV-2 played a critical
role in reducing morbidity and mortality of SARS-CoV-2 infections but have shown limited duration and breadth of protection due to waning antibody levels, thus requiring
boosts. samRNA, a next-generation vaccine platform technology, has demonstrated the potential to drive broad and durable cellular and humoral immunity against SARS-CoV-2.

Methods: CORAL-CEPI is a phase |, open-label, parallel-group, dose-escalation study of samRNA vaccine candidates (GRT-R914, GRT-R912, and GRT-R918) in healthy
adults (vaccine-naive, SARS-CoV-2 convalescent) and People Living with HIV. GRT-R914, which includes sequences for full-length Beta Spike and selected sequences of
Nucleocapsid, ORF3a, Membrane, and Non-structural Proteins (NSP) genes (Fig. 1), was administered in Part A as two doses [SARS-CoV-2 anti-N IgG seronegative (“naive”)] or as
one dose [SARS-CoV-2 anti-N IgG seropositive (convalescent)] in HIV-negative adults (18-65yo0). Doses of 3ug, 10ug, and 30ug of GRT-R914 were tested (Fig. 2). The primary
endpoints include signs and symptoms of local and systemic reactogenicity up to seven days, unsolicited adverse events up to 28 days, and serious adverse events up to 12
months after the last vaccination. Secondary endpoints include assessment of SARS-CoV-2 specific binding and neutralizing antibodies as well as induction of T cell responses.
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(Results: Safety: Most reactogenicity events were grade 1 or 2 and transient in nature. Five participants reported grade 3 solicited adverse events, which resolved within 1-4 days.
Reactogenicity increased slightly at 30ug compared to the lower doses and there was no significant difference between reactogenicity in cohorts that were SARS-CoV-2 anti-N
lgG seropositive versus seronegative (Fig. 3). Immunogenicity: Spike-specific antibody levels against WT (IgG) were increased following GRT-R914 administration in naive (2
doses) and convalescent (1 dose) individuals and maintained for at least 6 months at the 3ug and 10ug dose levels (Fig. 4). Neutralizing antibody (nAb) levels against vaccine-
specific strain Beta (Fig. 1) and VOC Delta (not included in vaccine) are increased in both naive and convalescent individuals after GRT-R914 administration and maintained for 6
months at the selected (10ug) dose (Fig. 5 and 6). Preliminary data from cohorts A3 and A6 (30ug for naive and convalescent, respectively) show the same durability of IgG and
Beta nAb antibody levels through 6 months following vaccination (data not shown). The majority of T cell responses post GRT-R914 administration were focused on NSP and
_Nucleocapsid, irrespective of previous SARS-CoV-2 exposure (Fig. 7).
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MRNA vaccines (Fig.8). These vaccines were not studied head-to-head directly. There are limitations in this comparison, such as: a)
study populations may not be entirely comparable; b) experience with circulating SARS-CoV-2 may be different; c) assays may not be
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