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MIR137 and Schizophrenia
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LNP Characterization and Delivery in vitro
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Delivering LNPs in vivo
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Delivering LNPs in vivo
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Proteomics
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MIR137-LNP Proteomics
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mMIR137-LNP Proteomics
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Blank LNP Proteomics

P-Value (-log,,)
N w H (3]
o o o o
1 1 1 1

-
o
1

o
|

Fold Change (log)

protein count

Palumbo et al. Molecular Therapy 2023, in revision

GO Molecular Functions

GO_CELL_ADHESION_MOLECULE_BINDING u
GO_PROTEIN_CONTAINING_COMPLEX_BINDING
GO_CYTOSKELETAL_PROTEIN_BINDING —
GO_IDENTICAL_PROTEIN_BINDING -
GO_RIBONUCLEOTIDE_BINDING -
GO_MOLECULAR_FUNCTION_REGULATOR -
GO_CADHERIN_BINDING -
GO_ENZYME_REGULATOR_ACTIVITY -
GO_LIPID_BINDING
GO_RNA_BINDING -
GO_DRUG_BINDING —
GO_SIGNALING_RECEPTOR_BINDING —
GO_ADENYL_NUCLEOTIDE_BINDING -
GO_ACTIN_BINDING -
GO_PHOSPHOLIPID_BINDING -

I
2
)

Proportion of overlapping
genes in gene sets

>

Enrichment P-value
-log10

n=5-6



Conclusions and Future Directions
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LNP Immune Response and Toxicity

Vav1 =
Psmb1 =
Hsp90b1 =

100 - ._’_. Bl — Canx = . -

100 eo—eo—o0—90——o ® ®

—— Hck =
°® Psmat =
80 - Traf3 =
Psme1 =
Psmb8 =
60 - Casp3 =
Psma3 =
Ddx58 =

40 Casp1=
Trim25 =
20 - Ptprj=
Stat1 =
Psmb2 =
Psmd5 =
Q Q Lyn=
> \/e Csk =
Csfir =
@Q" P4hb =
& Eif4a3 =

Psmab =

. Mapk1 =

Complement Cascade Proteins Psmat -

./.\.___.,_——.—.\. Stat3 =

8 Nedd4 =
PBS Psma7 =
80— Pleg1 =

Stat2 =
6 Psma4 =

60 -

blank LNP . Pi':g:j:
40 - 4 Ptpn6 = . _
- Nfkb1 =

[
2 Prkcd =
$ - Psmd9
Mm 1T 1 1 rrrQr 11T 11T 17T 17 1T 1T1 PS::;:
% 9 % ‘(\(LOQ)'\‘O'\QQ (LQ\\ Psme2 =
0 2 4Day 6 8 CALCES C}Q C}OQQ C)\ OK.\QQ C}OQ(\ Q(b Q(b C}QOQQ > O Eif4al =

Psma2 =

100

80

% Cell Survival
% Animal Survival
[4,]

o
|

60

% Animal Body Weight (g)

o
o

0.5 1.0 1.5 2.0 0 5 10 15 P NS
. . Q »
miR-137-LNP Time (days)
Concentration (ug/mL)

-

(=3

o
1

treatment post-treatment

20 miR137-LNP

% Animal Body Weight (g)

o

(%)
9 969 \«“? .\3‘?




LNP Characterization

fLuc-mRNA-LNP
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Delivering LNPs in vitro
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miR137 targets and dose response
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mMiR137-LNP Development ]
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Intrathecal Administration
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