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Abstract a Next Generation Lipids Induce Significantly a SAR-Guided Design Identified More Potent
Higher HAI Antibody Titers than ALC-315® Next Generation Lipids
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marrow |gG ELISpot. Cellular response was monitored
by IFN-y ELISpot and MHC tetramers flow cytometry.
Prime-boost reactogenicity was assessed in Guinea
pig. APC cell lines and the Ail4 Cre-Tomato reporter
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by assessing LNP uptake, anfigen expression, and
innate immune activation using flow cytometry and
Olink proteomics.
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pool compared with ALC-315®. Importantly, higher
functional antibody titers were sustained for over 10-
months with a robust recall response characterized by
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mice (10/group) with tfrivalent LNP (co-mixed monovalent LNP). ALC-315® monovalent LNP were dosed at 5x higher dose versus novel lipids and Spikevax LNP, SM-102.

° Next Generation LNP Induce Stronger Humoral and Cellular Responses Compared to Adjuvanted Protein

Furthermore, our data indicates that the next-
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reactogenicity and tolerability. These high potency LNP
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\\;\/cljnccﬁ\rgsvgreneg Offé%r;grm;ogpgcejggn choirrgfrr%clj’ripe)lne Fig. 4 - Humoral and cellular response induced by novel LNP compared to adjuvanted PR8 HA protein. BALB/c mice (5/group) were vaccinated prime/boost (DO, D14) i.m with 0.2 ug PR8 HA mRNA-

target strains and pathogens. LNP or 1 ug adjuvanted rPR8 HA. (A) Serum HAI titers at 28 days post prime vaccination. IFNy ELISpot spot formation units (SFU) of splenocytes at Day 28 upon restimulation with (B) MHC-I peptide
IYSTVASSL or (C) 15-mer MHC peptide pool.
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Fig. 5 - Cellular response and durability of humoral response induced by novel LNP. BALB/c mice (5/group) were vaccinated prime/boost/boost (DO, D14, D300) i.m with 0.2 ug PR8 HA mRNA-LNP.
(A) Serum HAI titers at 28-328 days post prime vaccination. (B) IFNy ELISpot spot formation units (SFU) of splenocytes at Day 28 upon restimulation with MHC-I pepftide IYSTVASSL. Frequencies of PR8
HA specific (C) CD8 T cells and (D) memory B cells (IgM-I1gD- IgG*) at 28-328 days post prime vaccination. (E) Frequencies of PR8 HA specific IgG-secreting cells in bone marrow at 11 months.

Next Generation Lipids Are Well
Tolerated with Mild Transient Local
and Systemic Reactogenicity

Next Generation Lipids Induce Stronger Payload
expression and APC activation
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Fig. 6 - in vitro and in vivo LNP expression and cell activation. Murine bone-marrow derived DCs (BMDC) were incubated with LNP (1 ug/ml) for 24 hours. (A) LNP Fig. 7 - Reactogenicity studies: Hartley Guinea Pigs (4/group) were vaccinated i.m
payload expression (mMCherry) and cell activation markers (B) MHC-IIl and (C) CD86 were assessed by flow cytometry. Ail4 mice (n=3) were vaccinated i.m with 5 with 30 pg PR8 HA mRNA-LNP. Injection site (A) erythema and (B) edema were
ug Cre mRNA-LNP. (D) LNP association (DiD), (E) LNP payload expression (tdTomato) and cell activation markers (E) MHC-II and (F) CD86 were assessed in APC assessed by modified Draize Scoring. (C) Microchip body temperatures and (D)
populations in the spleen 24 hours post-dose. (H) Pro-inflammatory cytokines and (1) chemokines were assessed in serum 6 hours post i.m vaccination. body weights were captured.
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