Novel lonizable Lipids for mRNA Delivery in Rodents and
Non-Human Primates FUJ FILM

Shinichi Hashimoto', Yuki Imaizumi', Toshifumi Kimura', Daisuke Nakagawa', Kohei Yasuda', Kohei Shimizu', Akira Inomata?, 13tlintemationallmRNAhealthiconference
Masaki Noro', Hirofumi Fukunaga', Shigetomo Tsujihata'2 TFUJIFILM Corporation 2FUJIFILM Toyama Chemical Co., Ltd. (2025/11/11-11/13, Berlin)

[Introduction] Among the constituents of lipid nanoparticles (LNPs), ionizable lipids play a critical role in determining the efficacy and safety of mRNA-LNP therapeutics. We offer
comprehensive services for DDS therapeutics, from formulation design to commercial production. We also license our proprietary ionizable lipids. To date, we have identified FL-1245T
for hepatic delivery that when formulated into LNPs, exhibit high expression in non-human primates(NHP) and high tolerability in rats via intravenous (i.v.) administration,.

[Methods] LNPs encapsulating human erythropoietin (hnEPO) mRNA were prepared using FL-1245T or benchmark ionizable lipid (Lipid 5). Plasma hEPO expression levels were
evaluated in NHP following i.v. dosing. Plasma levels of liver enzymes and cytokines were evaluated in rats.

[Results] FL-1245T, our novel ionizable lipid, demonstrated higher hEPO expression than Lipid 5 in NHP. FL-1245T also demonstrated greater tolerability than our previously reported
lipids and comparable tolerability to Lipid 5 at high doses (3mg/kg, 6mg/kg) administration in rats.
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Result 2: Rat study revealed that FL-1245T is highly tolerable

The same LNP formulations that were administered to monkeys were also administrated via i.v. at a dose of 3 mg/kg of mMRNA to SD rats (male, 7wk, N=3). - v
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Conclusions and Discus
»Our novel ionizable lipid FL-1245T demonstrated
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- high protein expression following a low-dose i.v. infusion in monkeys. Please VISIt our M o
- high tolerability following a high-dose i.v. administration to rats. & other posters No.35, 117

»>To expand the potential of mMRNA-LNP therapeutics: Our Website & LinkedIn:
- understanding the mechanisms of liver toxicity caused by ionizable lipids would be beneficial for https://www.fujifilm.com/jplja/business/cdmolmedicallliposome

further improving the design of novel ionizable lipids from both efficacy and safety perspectives.
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