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Materials and methods
eGFP RNA sequence:

GGGAGACAAGCUUGCAUGCCUGCAGGUCGACUCUAGAGGAUCCACCGGUCGCC
ACCAUGGUGAGCAAGGGCGAGGAGCUGUUCACCGGGGUGGUGCCCAUCCUGGU
CGAGCUGGACGGCGACGUAAACGGCCACAAGUUCAGCGUGUCCGGCGAGGGCG
AGGGCGAUGCCACCUACGGCAAGCUGACCCUGAAGUUCAUCUGCACCACCGGC
AAGCUGCCCGUGCCCUGGCCCACCCUCGUGACCACCCUGACCUACGGCGUGCA
GUGCUUCAGCCGCUACCCCGACCACAUGAAGCAGCACGACUUCUUCAAGUCCG
CCAUGCCCGAAGGCUACGUCCAGGAGCGCACCAUCUUCUUCAAGGACGACGGC
AACUACAAGACCCGCGCCGAGGUGAAGUUCGAGGGCGACACCCUGGUGAACCG
CAUCGAGCUGAAGGGCAUCGACUUCAAGGAGGACGGCAACAUCCUGGGGCACA
AGCUGGAGUACAACUACAACAGCCACAACGUCUAUAUCAUGGCCGACAAGCAG
AAGAACGGCAUCAAGGUGAACUUCAAGAUCCGCCACAACAUCGAGGACGGCAG
CGUGCAGCUCGCCGACCACUACCAGCAGAACACCCCCAUCGGCGACGGCCCCG
UGCUGCUGCCCGACAACCACUACCUGAGCACCCAGUCCGCCCUGAGCAAAGAC
CCCAACGAGAAGCGCGAUCACAUGGUCCUGCUGGAGUUCGUGACCGCCGCCGG
GAUCACUCUCGGCAUGGACGAGCUGUACAAGUAAAGCGGCCGCGGAUCCCCGG
GUACCGAGCUCGAAUUCUUAAUUAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

Modification: SMoU
Capping: ARCA and capl
F Luc RNA sequence:

5°-
AUGGAGGACGCCAAGAACAUCAAGAAGGGCCCCGCCCCCUUCUACCCCCUGGA
GGACGGCACCGCCGGCGAGCAGCUGCACAAGGCCAUGAAGCGGUACGCCCUGG
UGCCCGGCACCAUCGCCUUCACCGACGCCCACAUCGAGGUGGACAUCACCUAC
GCCGAGUACUUCGAGAUGAGCGUGCGGCUGGCCGAGGCCAUGAAGCGGUACGG
CCUGAACACCAACCACCGGAUCGUGGUGUGCAGCGAGAACAGCCUGCAGUUCU
UCAUGCCCGUGCUGGGCGCCCUGUUCAUCGGCGUGGCCGUGGCCCCCGCCAAC
GACAUCUACAACGAGCGGGAGCUGCUGAACAGCAUGGGCAUCAGCCAGCCCAC
CGUGGUGUUCGUGAGCAAGAAGGGCCUGCAGAAGAUCCUGAACGUGCAGAAG
AAGCUGCCCAUCAUCCAGAAGAUCAUCAUCAUGGACAGCAAGACCGACUACCA
GGGCUUCCAGAGCAUGUACACCUUCGUGACCAGCCACcCUGCCceeceecaacuucAa
ACGAGUACGACUUCGUGCCCGAGAGCUUCGACCGGGACAAGACCAUCGCCCUG
AUCAUGAACAGCAGCGGCAGCACCGGCCUGCCCAAGGGCGUGGCCcuGCeccA
CCGGACCGCCUGCGUGCGGUUCAGCCACGCCCGGGACCCCAUCUUCGGCAACC
AGAUCAUCCCCGACACCGCCAUCCUGAGCGUGGUGCCCUUCCACCACGGCUUC
GGCAUGUUCACCACCCUGGGCUACCUGAUCUGCGGCUUCCGGGUGGUGCUGAU
GUACCGGUUCGAGGAGGAGCUGUUCCUGCGGAGCCUGCAGGACUACAAGAUCC
AGAGCGCCCUGCUGGUGCCCACCCUGUUCAGCUUCUUCGCCAAGAGCACCCUG
AUCGACAAGUACGACCUGAGCAACCUGCACGAGAUCGCCAGCGGLCGGLGLeee
CCUGAGCAAGGAGGUGGGCGAGGCCGUGGCCAAGCGGUUCCACCUGCCCGGCA
UCCGGCAGGGCUACGGCCUGACCGAGACCACCAGCGCCAUCCUGAUCACcCCC



GAGGGCGACGACAAGCCCGGCGCCGUGGGCAAGGUGGUGCCCUUCUUCGAGGC
CAAGGUGGUGGACCUGGACACCGGCAAGACCCUGGGCGUGAACCAGCGGGGCG
AGCUGUGCGUGCGGGGCCCCAUGAUCAUGAGCGGCUACGUGAACAACCCCGAG
GCCACCAACGCCCUGAUCGACAAGGACGGCUGGCUGCACAGCGGCGACAUCGC
CUACUGGGACGAGGACGAGCACUUCUUCAUCGUGGACCGGCUGAAGAGCCUGA
UCAAGUACAAGGGCUACCAGGUGGCCCCCGCCGAGCUGGAGAGCAUCCUGCUG
CAGCACCCCAACAUCUUCGACGCCGGCGUGGCCGGCCUGCCCGACGACGACGC
CGGCGAGCUGCCCGCCGCCGUGGUGGUGCUGGAGCACGGCAAGACCAUGACCG
AGAAGGAGAUCGUGGACUACGUGGCCAGCCAGGUGACCACCGCCAAGAAGCUG
CGGGGCGGCGUGGUGUUCGUGGACGAGGUGCCCAAGGGCCUGACCGGCAAGCU
GGACGCCCGGAAGAUCCGGGAGAUCCUGAUCAAGGCCAAGAAGGGCGGCAAGA
UCGCCGUGUGA- 3°

Modification: SMoU

Capping: capl
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Figure S1. Chemical structure of the lipids used in this study.



Results

Figure S2. MDX and LXs colocalization assay using confocal microscopy. LXs comprising
0.5 pg of non-modified mRNA at an RNA/L charge ratio of 1/1.5, and RNA/MDX weight ratio

of 1/2. A — Rhodamine-labelled lip2; B — FITC-MDX; C — merged representation. Scale bar

represents 5 pm.
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Figure S3. Histograms of H292 cells following the uptake of FITC-mRNA complexed to
different formulations. Impact of MDX on the uptake measured at (A) 2 and (B) 6h after
transfection of airway epithelial cells with LXs comprising 0.5 ug of non-modified mRNA at

6 hours
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an RNA/L charge ratio of 1/1.5 and RNA/MDX weight ratio of 1/2.



